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Pathology 


EXPERIMENTAL PATHOLOGY 


591. Experimental Aspiration Pneumonia. III. Pneu- 
monia Produced by Intratracheal Injection of Carbo- 
hydrate Solutions 

R. H. SmirH and T. J. Moran. Archives of Pathology 
{Arch. Path. (Chicago)] 57, 194-200, March, 1954. 
6 figs., 3 refs. 


The senior author has previously reported (Arch. Path. 
(Chicago), 1953, 55, 286; Abstracts of World Medicine, 
1953, 14, 444) the production of pneumonia in rabbits 
by the intratracheal injection of milk. The present paper 
records the results of further experiments, carried out at 
the University of Pittsburgh School of Medicine, on the 
effects of the intratracheal injection of carbohydrate 
solutions. Solutions varying in strength from 6-25 to 
50% of dextrose, lactose, maitose, dextrin, and fructose, 
and also several prepared feeding mixtures which did 
not contain milk, were injected into the trachea of 36 
healthy adult rabbits. Twelve animals died of acute 
pulmonary oedema; the remaining 24 animals were 
killed after various periods and macroscopic and micro- 
scopic evidence of pneumonia was found in all cases. 
Details of the pathological features, which included 
abscess formation, empyema, mononuclear leucocytic 
infiltration, and chronic granulomatous reaction, are 
given. 

In general, it was found that solutions of a strength 


of 12-5% injected in amounts of 20 ml. resulted in acute: 


pulmonary oedema and death, whereas with solutions 
of 25 to 50% only 10 ml. was necessary for the same 
result. Solutions of 6-25% did not produce acute 
oedema, but nevertheless could produce pneumonia. 
The authors point out that many paediatricians sub- 
stitute sugar solutions for milk in the hope of reducing 
the risk of aspiration pneumonia in infants with feeding 
problems, but #he experiments here reported show that 
carbohydrate solutions are just as likely to cause pneu- 
monia if aspirated. R. F. Jennison 


592. Growth of Human Adenocarcinoma Cells in Tissue 
Culture 

C. M. SouTHAM. Cancer [Cancer (N.Y.)] 7, 394-409, 
March, 1954. 44 figs., 27 refs. 


This paper from the Sloan-Kettering Institute for 
Cancer Researeh, New York, on tissue culture of human 
adenocarcinoma cells supplements an earlier one on the 
growth of human epidermoid carcinoma cells in tissue 
culture (Cancer (N.Y.), 1953, 6, 809; Abstracts of World 


Medicine, 1954, 15, 1). The author first emphasizes the 
importance of growth of epithelioid cells from lymph 
nodes containing metastatic carcinoma, since epithelial 
cells are found in lymph nodes only as a result of meta- 
stasis of neoplastic cells, and a tumour cannot develop 
from normal non-cancerous epithelium. 

Using the roller-slide technique of culture he observed 
outgrowth of epithelial cells from 25 out of 112 specimens 
of adenocarcinoma from 96 patients and from 10 out of 
36 specimens of lymph nodes which contained metastatic 
adenocarcinoma. Epithelial growth was also observed 
from 35 out of 76 specimens from the primary site. 
In one 59-year-old man with rectal carcinoma re- 
implantation of the tumour obtained from tissue culture 
produced a small subcutaneous nodule, indistinguishable 
from the primary growth, in 8 weeks. In some instances 
acinar, follicular, and ductal structures were observed in 
the cultures of specimens of adenocarcinoma. 

Brief reference is made to the results obtained with the 
sponge technique of tissue culture. R. Heptinstalt 


CHEMICAL PATHOLOGY 


593. Delayed Blood Sugar Determinations. Evalua- 
tion of a Blood Preservative 

W. M. Bowman and P. E. ENnTeruine. Public Health 
Reports (Publ. Hlth Rep. (Wash.)| 69, 240-246, March, 
1954. 2 figs., 8 refs. 


The object of the investigation described in this paper 
was to determine the value of the addition of 10 mg. of 
sodium fluoride and | mg. of thymol to each ml. of whole 
blood in preserving the sugar content of the blood, it 
being considered that such a preservative would be useful 
when blood sugar determinations had to be delayed. 
The sugar content of blood samples containing the 
sodium-fluoride-thymol preservative and of control 
samples containing 2 mg. of potassium oxalate per ml. was 
determined by Nelson’s method (J. biol. Chem., 1944, 
153, 375) one hour after collection and again after 
despatch through the post for 96 hours or after storage 
in the dark at constant room temperature for 96 hours. 
There was a change in the sugar content in less than 
one-third of the preserved specimens over periods up to 
96 hours compared with a considerable fall in all the 
unpreserved specimens. The authors state that the 
alterations in the level in preserved blood were small, 
and “about equally divided between increases and 
decreases and probably of little or no clinical signifi- 
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cance ™ in the detection of cases of diabetes. 
servative is not considered satisfactory for periods of 
more than 96 hours. J. E. Page 


594. Oral Glucose Tolerance as a Test of Liver Function 
T. J. RANKIN, R. L. JENSON, and M. DELP. Gastro- 
enterology (Gastroenterology] 25, 548-552, Dec., 1953. 
3 figs., 15 refs. 


The blood glucose curves in 141 cases of hepatic disease 
were studied at the Veterans Administration Hospital, 
Wichita, Kansas, following the oral administration to the 
patients of 100 g. of glucose. The series included 43 
cases of infective hepatitis, 74 of cirrhosis, 11 of fatty 
infiltration, and 13 of chronic biliary obstruction. 

There was a significant reduction in glucose tolerance 
in all the cases studied. No glucose tolerance curve 
specifically characteristic of hepatic disease was evident, 
but cases of fatty infiltration showed the most abnormal 
curves and those of infective hepatitis the least abnormal. 
In 20 of the cases of cirrhosis which were examined both 
in hepatic failure and after recovery of compensation no 
significant differences were found in the glucose tolerance 
curve, which was markedly abnormal at both times. 
In 13 cases of infective hepatitis similarly examined on 
the other hand, the glucose tolerance curves showed a 
striking difference, an abnormal curve becoming normal 
on recovery. The authors suggest that determination of 
glucose tolerance should have a place in the assessment 
of hepatic function. A. C. Frazer 


595. Determination of Gastric Secretory Function by 
Measurement of Substances Excreted by the Kidneys. 
I. Uropepsin Excretion in Health and Disease 

R. J. Bott, H. M. POLLARD, and A. CARBALLO. Journal 
of Laboratory and Clinical Medicine {J. Lab. clin. Med.] 
43, 335-339, March, 1954. 2 figs., 12 refs. 


The authors studied the excretion of uropepsinogen, 
a substance which on acidification is converted into a 
proteolytic enzyme probably identical with gastric pep- 
sin, in the urine of 51 subjects, including 18 healthy 
persons, 16 patients with duodenal ulcer, 8 with gastric 
ulcer, 5 with ulcerative colitis, and 4 with gastric car- 
cinoma. Separate analyses were performed on 4 12-hour 
specimens from each subject by the method of Bucher 
(Gastroenterology, 1947, 8, 627), and the average 24-hour 
excretory rate was determined from the 12-hour volume 
atid uropepsinogen concentration. 

The variation in results within each group was con- 
siderable. There was little difference in either the average 
rate of excretion or the average concentration of uro- 
pepsinogen in the urine between the normal subjects 
and the patients with benign gastric ulcer, ulcerative 
colitis, and gastric carcinoma. In the patients with 
duodenal ulcer, however, although the average uro- 
pepsinogen concentration was only slightly higher than 
in normal subjects, the excretory rate was approximately 
twice as great. The authors conclude that determination 


of the latter may provide additional evidence for or 
against the presence of a peptic ulcer, but that the neces- 
sity for accurate collection of urine over long periods 
militates against its use as a routine diagnostic procedure. 


The pre- 
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[The results are similar to those of Eastcott ef al. 
(Lancet, 1953, 1, 1068; Abstracts of World Medicine, 
1954, 15, 3), who reported an increased rate of excretion 
of uropepsinogen in patients with active duodenal ulcer. 
Statistical treatment of the results would have enabled a 
more precise evaluation of the usefulness of the estimation 
to be made.] M. J. H. Smith 


596. Determination of Gastric Secretory Function by 
Measurement of Substances Excreted by the Kidneys. 
II. An Evaluation of the Tubeless Method of Gastric 
Analysis 

H. M. PoLiLarbD, A. CARBALLO, and R. J. BOLT. Journal 
of Laboratory and Clinical Medicine {J. Lab. clin. Med.} 
43, 340-346, March, 1954. 3 figs., 6 refs. 


The use of the quininium cation-exchange indicator 
** diagnex ’’ as a means of determining the presence or 
absence of free hydrochloric acid in the gastric contents 
without intubation (Segal et al., Gastroenterology, 1950, 
16, 380; Abstracts of World Medicine, 1951, 9, 378) has 
been further studied by the present authors at the 
University of Michigan Hospital, Ann Arbor. The 
method depends on the ability of free hydrogen ions in 
the gastric juice to displace the quininium ion from the 
resin, the quinine hydrochloride formed being rapidly 
absorbed from the small intestine and excreted in the 
urine. The following procedure was adopted. The 
patient was fasted overnight and given 250 mg. of caffeine 
sodium benzoate at 9 a.m. after a resting specimen of 
urine had been collected. A dose of 2 g. of the resin 
was administered at 10 a.m. after the bladder had been 
emptied, and urine specimens were collected at 11 a.m. 
and 12. The method of Kelsey and Geiling (J. Phar- 
macol., 1942, 75, 183) for the detection of quinine in the 
urine was used, the specimens tested being compared 
with standard solutions of quinine giving a scale of 6 
readings from “ faint trace’’ to “ four plus”. A con- 
ventional histamine gastric analysis was also performed 
in each case. The persons examined included 31 healthy 
subjects, 15 patients with duodenal ulcer, 5 with gastric 
ulcer, 4 with hypertrophic gastritis, 6 with gastric car- 
cinoma, and 15 with pernicious anaemia. 

The general conclusion was reached that the diagnex 
test is reliable for the determination of the presence or 
absence of free acid, but that its concentration or quantity 
in the fasting stomach cannot be accurately estimated by 
the technique used by the authors. 

[These results confirm the experience of other workers 
in the U.S.A. and in Great Britain, whether the quinine 
content of the urine is measured chemically or fiuoro- 
scopically. The original paper should be consulted for 
details of the concentrations of the quinine standards 
used and the correlation of the results obtained by the 
two methods.] M. J. H. Smith 


597. Clinical Tests for Ketonuria 
J. Nasu, J. Lister, and D. H. Vosts. Lancet [Lancet] 
1, 801-804, April 17, 1954. 17 refs. 

The several tests available for the estimation of urinary 


ketones vary in technique and have been differently 
described and interpreted by individual workers. At the 
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Royal Free Hospital, London, the authors investigated 
the sensitivity of Friedemann, Sheft, and Miller’s modifi- 
cation (Quart. Bull. Northw. Univ. med. Sch., 1946, 20, 
301) of Rothera’s method, Gerhardt’s ferric chloride 
method, and a new nitroprusside tablet method for 
detecting urinary ketones. These tests are compared 
and their suitability for clinical use is discussed. 

In the last-named method, which is recommended as 
a simple and rapid procedure, one drop of urine is 
placed on an “acetest’’ reagent tablet (containing 
sodium nitroprusside, glycine, disodium phosphate, and 
lactose) and the purple colour produced at the end of 
30 seconds is compared with that of a standard. The 
sensitivity of this method was found to be intermediate 
between those of Rothera’s and Gerhardt’s methods, 
being capable of detecting 5 mg. of acetoacetic acid and 
25 mg. of acetone per 100 ml. The quantitative levels 
of acetone, acetoacetic acid, and f-hydroxybutyric acid 
as determined by the tablet method in the urine of 21 
diabetic patients, in whom the ketosis ranged in severity 
from mild to severe, are given in a table. 

J. E. Page 


HAEMATOLOGY 


598. The Filaments of the Blood. (Die Filamente des 
Blutes) 

A. Acta haematologica [Acta haemat. (Basel)] 
11, 168-188, March, 1954. 12 figs., 39 refs. 


The author reports from the Karolinen Children’s 
Hospital, Vienna, the following finding. A drop of 
heparinized blood taken from a child dying of cardiac 
failure and obstructive jaundice was kept at 37° C. for 
several days when many thread-like structures with 
remarkable spontaneous motility, resembling lepto- 
spirae, were seen. Similar observations have been 
reported from time to time since 1864, but in the present 
paper the author describes the first systematic investiga- 
tion of this phenomenon. 

It was found that similar structures could be produced 
in normal blood from healthy subjects when kept in 
accordance with the technique given by the author. 
He has classified the structures according to their shape, 
and evidence is adduced that these blood filaments arise 
from the erythrocytes, although apparently not from 
haemoglobin. From this he draws certain conclusions 
as to the structure of the erythrocyte [which are, however, 
not very convincing]. A. Piney 


599. Immunohematologic Observations of Erythro- 
blastotic Infants. II. The Quantitative and Qualitative 
Nature of the Rh Antibody 

P. STURGEON. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 24, 115-125, Feb., 1954. 28 refs. 


In a previous paper (Pediatrics, 1949, 4, 318) the author 
pointed out the value of the Coombs test in.the diagnosis 
of erythroblastosis in the neonatal period, and discussed 
the possible value of immunological studies of the serum 
and erythrocytes in prognosis. _ Since that time he has 
examined the blood in 24 further cases of erythroblastosis 
caused by Rh incompatibility in young infants seen at 


Los Angeles Children’s Hospital. The erythrocytes and 
serum were examined by the saline agglutination test, the 
albumin agglutination test, the Coombs test, and for 
blocking antibodies and antibodies eluted from the cells. 
The antiglobulin (Coombs) test was found to be the 
only reliable diagnostic test, only one false negative result 
being obtained with it. A study of the results of the 
other tests and of the titre of the antibodies found showed 
that there was little correlation between them and the 
nature of the disease—that is, whether it were a haemo- 
lytic anaemia or kernicterus—or the severity of the 
disease; indeed, in several cases the results of the tests 
were completely misleading. Marjorie Le Vay 


600. A Clinical Study of Elevated Platelet Adhesiveness 
and Accelerated Clot-retraction Time 

J. P. Savitsky and R. WERMAN. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 24, 161-165, 
Feb., 1954. 8 refs. 


Changes in the adhesiveness of blood platelets in many 
disease conditions have been reported by a number of 
workers. At the Montefiore Hospital, New York, in 
samples of blood from 500 patients with a variety of 
disorders the platelet adhesiveness was measured by a 
glass-wool-filter method, or the rate of clot-retraction 
was determined by observing the time taken for serum 
to be exuded from clotted, recalcified, citrated venous 
blood in castor oil. In 10% of cases both tests were 
performed and in these cases an increased adhesiveness 
was always associated with rapid clot-retraction. 

Results within the normal range were obtained in 
cases of infection, hypertension, diabetes, vascular lesions, 
and nephritis, while abnormal results were found in post- 
operative and post-traumatic cases, pregnancy, and 
patients with malignant and benign tumours. Of 100 
cases of malignant tumour only 13 gave normal results, 
which in 10 might have been due to a concomitant 
infection. In 8 cases of anaemia the results were at first 
normal, but became abnormal during the reticulocyte 
response to treatment. The authors suggest that increased 
platelet adhesiveness and rapid clot-retraction are asso- 
ciated with diseases in which there is an abnormally rapid 
growth of tissue. Marjorie Le Vay 


MORBID ANATOMY AND CYTOLOGY 


601. Acute Haemorrhagic Leucoencephalitis 
T. CRAWFORD. Journal of Clinical Pathology [J. clin. 
Path.J'7, 1-9, Feb., 1954. 12 figs., 15 refs. 


The first 2 cases of acute haemorrhagic leucoencepha- 
litis were described in 1940, since when 5 others have been 
reported in the literature. The present author adds 3 
more cases, full details of which are given in an appendix 
to this paper from St. George’s Hospital Medical School, 
London, in which he reviews the features of the disease. 
There is often a short prodromal illness, soon followed 
by the onset of coma and physical signs, frequently 
grossly asymmetrical and suggesting an abscess or other 
focal cerebral lesion. Reports of laboratory findings 
during life are not very complete, but it would seem that 


y 
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a slight leucocytosis and an increase of cells in- the 
cerebrospinal fluid (C.S.F.) are the main changes. The 
protein content of the C.S.F. is usually moderately 
elevated. 

Macroscopically, the brain shows oedema and haemor- 
rhages varying in size from minute points up to a few 
millimetres in diameter. The distribution of these 
lesions, which are confined to the white matter, is highly 
characteristic, the central white matter of one or both 
cerebral hemispheres being regularly involved and in 
most cases showing the most severe lesions. The 
haemorrhages may extend into the white cores of the 
convolutions, but the U-fibres between adjacent con- 
volutions are usually spared. The corpus callosum was 
involved in half the cases. The level to which the 
macroscopic lesions descend has varied greatly in the 
10 cases; they were noted in the cerebral peduncle in 
3 cases and in the pons in 4, but only in ore of the 
present author’s series were they seen in the white 
matter of the cerebellar lobes. 

Microscopic lesions are found over a wider area of 
the cerebral hemispheres and were present in the cere- 
bellum in 3 of the reported cases, but again they are 
virtually limited to the white matter. The author 
describes the different types of microscopic lesion in 
detail, the main features being capillary haemorrhages, 
polymorphonuclear and serous exudate, fibrin impregna- 
tion of vessel wall, capillary plugging, focal demyelina- 
tion, and microglial proliferation. 

The relation of this disease to others of an apparently 
similar, but not identical, nature is discussed briefly, as 
also is the problem of its aetiology. Attempts to demon- 
strate a bacterial or viral agent have proved unsuccessful. 
Similar lesions have been observed in chronic cyanide 
poisoning in monkeys, but there has been no evidence 
of direct toxic cause in any human patient. An acquired 
sensitivity to a circulating antigen appears to be the most 
favoured aetiological theory, being supported by the 
frequent history of a respiratory infection some days 
before the onset and the similarity of the lesions to those 
seen in arsphenamine encephalitis. The vascular lesions 
resemble closely those occurring in polyarteritis nodosa 
and those which can be produced in animals by repeated 
injections of foreign protein. F. Jennison 


602. The Histopathology of Congenital Pneumonia: a 
Clinical and Experimental Study 

R. BarTER. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 66, 407-415, Oct., 1953. 8 figs., 17 refs. 


At the Women’s Hospital, Melbourne, evidence of 
pneumonia was found in 27 (19%) out of 137 stillborn 
foetuses and infants surviving less than 6 hours after 
birth. Pneumonia under these conditions, which is 
regarded as congenital, is characterized by three types of 
lesion: (a) widespread exudation of polymorphonuclear 
leucocytes throughout the alveoli, with some alveolar 
desquamation; (5) peribronchial infiltration of round 
cells, most obvious in premature cases; and (c) round- 
cell infiltration in the interalveolar tissues, generally 
associated with (6). In experiments carried out on the 
rabbit foetus the author found that injection of Bacterium 


coli and Streptococcus faecalis into the amniotic fluid 
resulted in the formation of an acute inflammatory 
exudate in the bronchioles, followed by interstitial lesions 
and alveolar exudate, septicaemia developing in most 
instances. Injection of the placenta produced foetal 
septicaemia with exclusively interstitial round-cell in- 
filtration. It is suggested that although infection of the 
human foetus is unlikely to be as massive as the experi- 
mental infection, it is probably bacterial in origin and 
due to aspiration. Further, foetal septicaemia may be 
the cause of the predominantly interstitial lesions in the 
human foetus. It is probable that massive cellular 
exudate in the bronchi and bronchioles in the human 
foetus is derived from foetal and not maternal sources. 
While moderately widespread pneumonic changes may 
be regarded as the cause of intrauterine or neonatal death, 
in most cases there has been foetal anoxia as a result of 
some complication of labour or of amniotic-sac infection 
from prolonged rupture of the membranes. 
J. L. Markson 


603. Malignant Cells in Serous Effusions Complicating 
Bronchial Carcinoma 

A. I. Spriccs. Thorax [Thorax] 9, 26-34, March, 1954. 
8 figs., 29 refs. 


The author describes and illustrates the cytological 
features of malignant cells identified at the Radcliffe 
Infirmary, Oxford, in pleural or peritoneal effusions 
complicating carcinoma of the lung. The technique 
used is a modification of the Widal method, the citrated 
fluid being centrifuged, the supernatant drained off 
completely, and a pinhead-sized portion of the creamy 
deposit smeared on a slide, rapidly dried, and stained by 
a Romanowsky method. Specimens of fluid from 37 
cases of clinically or histologicaliy diagnosed bronchial 
carcinoma were examined, in 20 of which malignant 
cells were found. In 15 of these the cells were of a type 
not hitherto described, which the author considers to be 
characteristic of the small-celled, anaplastic, or “* oat- 
cell’* tumour. This opinion was confirmed in the 8 cases 
in which biopsy or necropsy was performed. 

The “ oat-cells ’’ as seen in effusions are not very large, 
being usually about 15 yu in diameter. The nucleus is 
relatively large and pale, with a fine chromatin pattern 
but usually without evident nucleoli. The cells form 
compact groups and, the cytoplasm being very scanty, 
adjacent nuclear borders are flattened, giving a mosaic- 
like appearance. 

[The article is well illustrated.] 

M. C. Berenbaum 


604. Hiirthle-cell Tumors of the Thyroid 
R.G. Horn. Cancer [Cancer (N.Y.)] 7, 234-244, March, 
1594. 15 figs., 18 refs. 


The clinical and pathological features of 75 cases in 
which there were circumscribed thyroid nodules com- 
posed principally or wholly of small or large eosinophilic 
Hiirthle cells are discussed in this paper from the Uni- 
versity of Pennsylvania Hospital, Philadelphia. In 14 of 
the cases the lesions were classified as involutional 
nodules and in 61 as neoplasms (adenoma 27, car- 
cinoma 34). The malignant tumours were divided into 
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two groups: (1) malignant adenoma (12 cases), in which 
the diagnosis of malignancy rested on the morphological 
appearances alone; and (2) frank carcinoma (22 cases), 
in which there was unequivocal evidence of invasive 
growth or of metastasis. These cases of carcinoma 
could be readily grouped according to the classification 
for thyroid tumours in which Hiirthle cells do not form a 
conspicuous component—namely, malignant adenoma 5, 
follicular carcinoma 5, papillary carcinoma 4, adeno- 
carcinoma 4, and giant- or spindle-cell tumour 4. The 
author states that this material supports the contention 
that the so-called Hiirthle-cell tumour is not a specific 
tumour type, and that any histological type of thyroid 
tumour may be composed exclusively or predominantly 
of Hiirthle cells. These cells are not a specific cell type 
but are a variant of the principal thyroid cell, and often 
show marked pleomorphism which is of no diagnostic 
significance. A. Ackroyd 


605. Histogenesis and Classification of Mesonephric 
Tumors of the Female and Male Genital System and 
Relationship to Benign So-called Adenomatoid Tumors 
(Mesotheliomas). A Comparative Histological Study. 
{In English] 

G. TeituM. Acta pathologica et microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 34, 431-481, 1954. 
47 figs., bibliography. 


606. Chronic Hypertrophic Gastritis. II. Histopatho- 
logic Significance 

E. D. PALMER. Gastroenterology [Gastroenterology] 26, 
496-502, March, 1954. 23 refs. 


Chronic hypertrophic gastritis was diagnosed in 190 
out of a total of 2,500 cases in which gastroscopy was 
performed at the Walter Reed Army Hospital, Washing- 
ton, D.C. From 43 of these 190 patients, 53 specimens 
were secured for histological examination. In none of 
these specimens was there evidence of significant disease, 
although in 11 there were slight departures from the 
normal, such as mild round-cell infiltration or slight 
glandular irregularity. No evidence of glandular hyper- 
plasia, foveolar hyperplasia, or excessive cellular infiltra- 
tion was found. The author concludes that though the 
gastroscopic appearance of “chronic hypertrophic 
gastritis ’’ is distinctive and characteristic, it is independent 
of the presence of demonstrable histopathological lesions. 

R. B. Lucas 


607. Further Cytechemical Studies in Systemic Lupus 
Erythematosus 

B. Guert and A. Laurer. Archives of Pathology [Arch. 
Path. (Chicago)| 57, 201-226, March, 1954. 22 figs., 
28 refs. 


The authors describe the characteristic histochemical 
features of the lesions of systemic lupus erythematosus 
as seen post mortem in 14 cases. ‘* Haematoxylin 
bodies ’’ were seen in 13 cases, most often in the kidney, 
heart, lymph nodes, and ovary, and were absent from 
50 control cases. These bodies were variably Feulgen- 
positive, and their ultraviolet absorption curve showed a 
peak at 2,600 to 2,700 A, both these features being 


removed by treatment with hot trichloracetic acid; the 
Millon reaction was positive, and was weakened by 
digestion with trypsin. It is therefore concluded that 
haematoxylin bodies contain a deoxyribonucleoprotein 
which is undergoing degradation with gradual loss of 
nucleic acid. A material staining red with PAS was also 
present in these bodies, but its nature and origin are 
unknown. Glomerular wire-loops”’ and “ hyaline 
thrombi” also gave a positive Feulgen reaction which 
was abolished by trichloracetic acid and a positive 
Millon reaction which was abolished by trypsin, and 
must therefore contain a nucleoprotein which, because 
of its diffuse distribution, was held not to originate from 
ordinary karyorrhexis, which gives rise to sharply-defined 
particles. ** Fibrinoid ’ material in the myocardium and 
in arterial walls similarly gave positive reactions for 
nucleoprotein, while haematoxylin bodies were seen 
under the endothelium of blood vessels and free in the 
lumen of renal intertubular and pancreatic vessels. 

The authors conclude that many features of this disease 
may be explained by the presence in the blood stream of 
nucleoprotein, which is deposited in the vessel walls as 
haematoxylin bodies and undergoes progressive degrada- 
tion to form an eosinophilic (fibrinoid) material contain- 
ing no nucleic acid. The resulting inflammatory reaction 
causes necrotizing arteritis and myocarditis. 

{The authors’ claim that haematoxylin bodies are 
pathognomonic of systemic lupus erythematosus should 
be viewed in relation to similar claims that were made 
for the ** L.E. cell’’, which is now known to occur in a 
variety of other states.] M. C. Berenbaum 


608. Alterations in the Vasculature of the Diseased 
Liver 

J. D. MANN, K. G. Wakim, and A. H. BAGGENsTOssS. 
Gastroenterology [Gastroenterology] 25, 540-546, Dec., 
1953. 3 figs., 7 refs. 


At the Mayo Clinic the hepatic circulation in the 
normal and the diseased human liver was studied by the 
injection-cast technique. The normal liver was charac- 
terized by: (1) great regularity of the ramifications of 
the vascular tree; (2) preservation of the proportional 
distances between the portal vein and neighbouring 
hepatic artery and the branches of the hepatic vein; 
and (3) infrequency of anastomoses between large vessels. 
In cases of postnecrotic cirrhosis and alcoholic cirrhosis 
the vessels were tortuous and distorted, ramification was 
irregular, the interrelationships between portal vein, 
hepatic artery, and hepatic vein were abnormal, and 
anastomoses were numerous. In one case, that of a 
man who died in hepatic coma, the gross appearance of 
the liver was of severe fatty change and cirrhosis, without 
evident fibrosis or nodularity; the hepatic circulation in . 
this case appeared normal. A cirrhotic liver with a‘ 
hepatoma from a patient with haemochromatosis showed 
that the neoplastic nodules were vascularizet entirely 
from the hepatic artery. A. C. Frazer 


609. Primary Carcinoma of the Liver. A Study of 
100 Cases among 48,900 Necropsies 

H. A. EDMONDSON and P. E. Steiner. Cancer [Cancer 
(N. Y.)] 7, 462-503, May, 1954. 41 figs., bibliography. 
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610. Studies on Viremia in Poliomyelitis. I. Isolation 
of Poliomyelitis Virus from the Blood of a Paralytic Case 
of the Disease 

C. W. JUNGLEBLUT and E. J. HUENEKENS. Journal of 
Pediatrics {|J. Pediat.] 44, 20-27, Jan., 1954. 28 refs. 


For a study of viraemia in acute poliomyelitis samples 
of blood were obtained during a severe outbreak of the 
disease in Minnesota in 1952 from 22 patients, 19 of 
whom had spinal paralysis, 2 had bulbar paralysis, and 
one had non-paralytic poliomyelitis. The samples were 
diluted with an equal quantity of Alsever’s solution and 
after refrigeration the erythrocytes were separated from 
the plasma by cold centrifugation, washed in buffer 
solution, and then laked in distilled water. The result- 
ing solution was injected intracerebrally and intra- 
peritoneally into groups of cynomolgus monkeys, other 
groups receiving the plasma fraction of each blood 
sample by the same route. In 12 instances the animals 
received, in addition to the laked erythrocytes, 5 ml. of 
whole blood intramuscularly. 

Only one specimen of blood contained active virus, 
but 5 others appeared to induce sufficient immunity to 
enable the monkeys to withstand subsequent injection 
of virus of the same type as that producing the infection. 
Neutralization tests with type-specific sera showed that 
the strain isolated from the blood belonged to Type I 
(Brunhilde). The patient from whose blood the virus was 
isolated was pregnant; she eventually recovered with 
considerable residual paralysis. The blood sample was 
taken on the third day of the disease. Since the animal 
in which the virus was isolated had received whole 
blood, it is not known whether the virus was present in 
the erythrocytes or the plasma of the patient, or in both. 

R. Hare 


611. Studies on Viremia in Poliomyelitis. II. Adsorp- 
tion in vitro of the JV Strain of Poliomyelitis Virus on 
Human Erythrocytes 

C. W. JUNGLEBLUT. Journal of Pediatrics [J. Pediat.] 
44, 28-31, Jan., 1954. 3 refs. 


In this further investigation [see also Abstract 610] of 
viraemia in poliomyelitis, virus belonging to Type I 
(Brunhilde) was isolated from the blood of a patient 
with the paralytic form of the disease. Monkeys were 
‘infected with the virus, and suspensions of the spinal 
cord in dilution were added, in the cold, to suspensions 
of twice-washed human Group-O erythrocytes, the mix- 
ture being kept in the refrigerator overnight. There was 
evidence that the virus was adsorbed by the erythrocytes, 
because the latter, after three washings in buffered saline 
in the cold, produced infection in monkeys, whereas no 
virus activity was demonstrable in the washings. The 
virus was found before the onset of paralysis but not 


afterwards in the blood of monkeys given an intra- 
muscular injection of 2 ml. of a 1:10 dilution. Frac- 
tionation experiments showed that it was present in the 
plasma but not in the erythrocytes. R. Hare 
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612. Observations on the Intestinal Epithelium Desqua- 
mating Enzyme of Vibrios Isolated from Cholera and 
Non-cholera Sources 

G. SINGH and M. L. AnuyA. Indian Journal of Medical 
Research [Indian J. med. Res.] 41, 285-294, July, 1953 
(received March, 1954). 3 refs. 


Following the experiments of Burnet and Stone (Aust. 
J. exp. Biol. med. Sci., 1947, 25, 219) and others, the 
authors have studied, at the Central Research Institute, 
Kasauli, India, the production of mucinase by various 
strains of cholera and non-cholera vibrios and measured 
its desquamating effect on the isolated ileum of the 
guinea-pig. Vibrio filtrates were obtained by growing 
the test cultures on soft agar for 18 to 20 hours and then 
centrifuging the mashed-up agar culture at 3,000 r.p.m. 
for 15 minutes. After the clear supernatant had been 
passed through a Seitz pad, the resultant fluid repre- 
sented the culture filtrate. To freshly dissected strips 
of guinea-pig ileum, well washed in Tyrode solution and 
placed in a series of test-tubes, was added a standard 
volume of vibrio filtrate in doubling dilutions of Tyrode 
solution. The tubes were placed in a water bath at 
37° C., shaken hourly, and readings taken at the end of 
3 hours. Tubes showing a fine granular suspension in 
the fluid around the gut were recorded as showing a 
positive desquamating effect; tubes in which there were 
coarse floccules were regarded as showing a negative 
reaction. Some tubes showed a mixture of the two types. 
The end point was not always sharply defined and some 
experience was required in reading the result. [The 
authors appear to have employed essentially the same 
technique as that described by Singer et al. (J. Immunol., 
1948, 59, 341; Abstracts of World Medicine, 1949, 5, 
438) in which a positive reaction was described as a 
turbid fluid containing desquamated epithelial cells and 
mucus. When there was no desquamation the fluid 
surrounding the intestine was said to be clear.] 

In the present study most true cholera vibrios, in- 
cluding rough strains, produced mucinase in varying 
amounts. Agglutinating non-cholera vibrios, and indeed 
a high proportion of non-agglutinating non-cholera 
vibrios from water, also produced the enzyme. Immuni- 
zation experiments on guinea-pigs with various vaccines 
prepared from cholera and non-cholera vibrios failed to 
show any significant difference in the resistance of the 
epithelial cells of the ileum to the action of mucinase, 
whether the tissue had been obtained from animals 
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immunized with cholera vaccines or with vaccines pre- 
pared from non-cholera vibrios, or from unvaccinated 
control animals. H. J. Bensted 


613. Enzymes of V. cholerae with Possible Role in 
Pathogenesis 

E. K. NARAYANAN, P, Devi, and P. S. MENON. Indian 
Journal of Medical Research [Indian J. med. Res.| 41, 
295-299, July, 1953 (received March, 1954). 9 refs. 


Working at the Central Research Institute, Kasauli, 
India, the authors made a quantitative estimation of 
four enzymes—mucinase, collagenase, elastinase, and 
lipase—in cultures of a number of cholera, El Tor, and 
water vibrios and of other intestinal organisms. The 
values for all four enzymes were extremely variable 
among the different vibrios and appeared to bear no 
relation to species. Mucinase was present in all the 
types examined, cholera and non-cholera alike, with the 
exception of Vibrio metchnikovi; it was not present in 
any of the Gram-negative intestinal bacilli examined. 

The absence of any species-specificity in enzyme pro- 
duction by the cholera vibrios is pointed out by the 
authors [as it was by Singh and Ahuja in the preceding 
paper (see Abstract 612)]. H. J. Bensted 


614. An Experimental Study of the Mechanism of 
Action of Vibrio cholerae on the Intestinal Mucous 
Membrane 

S. N. De and D. N. CuHatrTerse. Journal of Pathology 
and Bacteriology [J. Path. Bact.| 66, 559-562, Oct., 1953. 
10 refs. 


The mechanism of the action of Vibrio cholerae on the 
mucous membrane of the intestine was studied at 
Nilratan Sircar Medical College, Calcutta. In rabbits 
living V. cholerae weré injected into a loop of the small 
intestine which had been ligated proximally and distally. 
A solution of azovan (Evans) blue in normal saline was 


. then injected into the ear vein. Examination of the loop 


24 hours later revealed the presence of a large quantity 
of fluid, which contained V. cholerae, numerous epi- 
thelial cells, and a few erythrocytes, but no pus cells. 
It had a high albumin content (1-0 to 3-8 g. per 100 ml.), 
and was stained with azovan blue. These experiments, 
which were suitably controlled, suggest that the presence 
of V. cholerae alters the permeability of intestinal capil- 
laries to protein. J. L. Markson 


615. The Rapid Isolation of Mycobacterium tuber- 
culosis and the Simultaneous Streptomycin Sensitivity 
Determination 

A. F. Maccase and J. C. Goutp. Journal of Clinical 
Pathology {J. clin. Path.] 7, 45-49, Feb., 1954. 3 figs., 
15 refs. 


This paper describes a method developed in the 
Department of Bacteriology of the University of Edin- 
burgh for the rapid isolation of tubercle bacilli and the 
performance of sensitivity tests in which a medium 
consisting of 50% saponated human blood in 2% agar 
is used. When 115 specimens of sputum known to 
contain tubercle bacilli were cultured simultaneously on 
saponated blood agar and Léwenstein—Jensen media, 


the colonies on the former became visible before those 
on the latter in 90 cases, the difference varying from | to 
10 or more days; in 8 tests it was more than 20 days. 
From 5 specimens no growth was obtained on Léwenstein-— 
Jensen medium, whereas all the specimens cultured on 
saponated blood agar showed growth. In no case did 
Léwenstein—Jensen medium produce more rapid growth 
than saponated blood agar. Even where the rate of 
growth was the same on the two media, the amount of 
growth on Léwenstein—Jensen medium was much less 
than on saponated blood agar in 12 out of 25 cases. 
Pure strains of tubercle bacilli were also cultured on the 
two media; in 15 instances out of 50 there was no 
difference in rate of growth, though again growth was 
more abundant on saponated blood agar, while in the 
remaining 35 pure cultures growth was more rapid on 
the new medium, the difference varying from one to 
more than 10 days. 

The authors describe a disk technique for the estima- 
tion of the sensitivity to streptomycin of an organism 
grown on saponated blood agar. In the case of the 


‘tubercle bacillus the disk used contains 10 or 100 pg. 


of streptomycin, and the sensitivity in wg. per ml. is 
determined from the diameter of the zone of inhibition 
by means of a standard graph. It was found that the 
time of reading the result was important because with 
several strains of tubercle bacilli the zone of inhibition 
on saponated blood agar tended to become smaller with 
continued incubation. It is suggested that this pheno- 
menon may be due to the fact that saponated blood 
contains extra growth factors for the tubercle bacillus 
which, by lessening the generation time, enable the 
organism to adapt itself more rapidly to the presence of 
streptomycin, so that after a relatively short incubation 
the bacilli begin to grow in towards the disk; alter- 
natively it may be due to streptomycin acting as a 
bacteriostatic rather than a bactericidal agent in circum- 
stances specially favourable to the growth of the organ- 
ism. In consequence of this phenomenon certain 
strains which are apparently resistant to streptomycin 
on saponated blood agar (and probably resistant in vivo 
to the same concentration of streptomycin) may appear 
to be sensitive to the drug on Léwenstein—Jensen 
medium. It is possible that the results of sensitivity 
tests carried out on saponated blood agar media may 
prove to be more closely correlated with the clinical 
results of treatment than has hitherto been the case 
with such tests when Léwenstein-Jensen medium has 
been used. . R. F. Jennison 


616. Comparison of the Virulence for Mice and Guinea 
Pigs of an Isoniazid-sensitive Tubercle Bacillus and its 
Isoniazid-resistant Variant 

A. G. KARLSON. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.] 29, 119-124, Feb. 24, 
1954. 2 figs., 12 refs. 


Conflicting reports having been published concerning 
the relation between the resistance of tubercle bacilli to 
isoniazid and their virulence to different animals, experi- 
ments were performed at the Mayo Foundation in which 
10 mice were inoculated intravenously with 2 mg. of a 
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culture of isoniazid-sensitive tubercle bacilli, and 11 mice 
were similarly inoculated with an isoniazid-resistant 
variant of the same strain. There was no difference in 
average survival time between the two groups, nor was 


there any difference in the gross and microscopic appear- . 


ance of the lesions. The sensitivity or resistance of 
organisms isolated from the lungs to isoniazid in vitro 
was found to be the same as that of the original organism 
used for inoculation in each group. 

Experiments on guinea-pigs were carried out con- 
currently with those on the mice, and the same strains 
of tubercle bacillus were employed, 0-1 mg. of the 
isoniazid-sensitive strain being injected subcutaneously 
into 16 animals while another 16 animals were similarly 
treated with the resistant strain. On the 19th day after 
infection old tuberculin (0-1 ml. of a 1 : 400 dilution) 
was injected intradermally; 48 hours later each animal 
showed a positive reaction. On the 21st day after infec- 
tion 6 animals in each group were killed; there was 
no significant difference between the groups, all show- 
ing lesions of the tracheobronchial lymph nodes, spleen, 
liver, and site of inoculation. On the 88th day the 
remaining animals were killed, and now there was a 
striking difference between the two groups. Those 
infected with the sensitive organisms showed extensive 
involvement of the lungs, liver, and spleen, whereas 
there was very little evidence of disease in these organs 
in the animals given the resistant strain. Similarly, 
histological examination showed that the lesions, which 
at 21 days were similar in the two groups, had progressed 
by the 88th day to form large conglomerate foci in the 
animals given the sensitive organisms, whereas in those 
inoculated with the resistant organisms there was a 
notable lack of actively progressive lesions, except at the 
site of inoculation and in the associated lymph nodes. 

R. B. Lucas 


SEROLOGY AND IMMUNOLOGY 


617. The Perfection of Anti-smallpox Vaccine and 
Vaccination, A Method for the Culture in vitro of the 
Vaccinia Virus. (Sur le perfectionnement du vaccin et 
de la vaccination antivarioliques. Sur un procédé de 
culture in vitro du virus de la vaccine) 

G. Ramon, R. RicuHou, J. P. Tuiéry, L. SALOMON, 
L. SALoMoN, and M. P. Doucet. Revue d’immunologie 
et de thérapie antimicrobienne [Rev.. Immunol. (Paris)] 
18, 1-20, 1954. 1 fig., 30 refs. 


After drawing attention to the defects of conventional 
forms of vaccinia virus obtained from infected calves 
and the reported occurrence of post-vaccination encepha- 
litis, the authors emphasize the necessity for a sterile 
vaccinia virus that could be used without fear of com- 
plications. They first refer to a formolized vaccinia virus 
which is highly antigenic in horses, and then describe 
their own method for the growth of the virus in tissue 
culture. 

The medium used was composed as follows: bovine 
cerebrospinal or amniotic fluid, 6 ml., Tyrode’s fluid, 
1 ml., 2,000 units of penicillin and 2 mg. of streptomycin 
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in 1 ml. of Tyrode’s solution, and | g. of bovine foetal 
skin cut into pieces 1 to 2 mm. square. (Bull and rabbit 
testis were first tried, but bull’s testis at least was not 
satisfactory; ground foetal skin and extracts of it gave 
poor growth of virus, although foetal skin gave good 
results after storage at 4° C. for 24 hours.) This medium 
was then placed in 50-ml. Erlenmayer flasks, inoculated 
with sterile vaccinia virus derived from infected rabbit 
testicle, and incubated at 37° C. for 2 to 6 days. 

The best yield was obtained after 4 days of incubation. 
Even when the medium was inoculated with relatively 
small amounts of virus, up to 10,000 times the amount 
of virus inoculated could be recovered from the culture; 
in most cases some of the virus was in the tissue frag- 
ments. Repeated passage was possible, and did not 
appear to lead to decreased infectivity of the virus when 
injected into rabbits. 


[This paper is unnecessarily long.] C. L. Oakley 


618. The Statistical Measurement of Virulence and 
Immunity. Its Application to the Study of the Virulence 
of the Typhoid Bacillus and the Measurement of the 
Immunizing Power of Antityphoid Vaccines. (La mesure 
statistique de la virulence et de l’'immunité. Application 
a l'étude de la virulence du bacille typhique et a la mesure 
du pouvoir immunisant des vaccins antityphoidiques) 

P. BoneT-Maury, A. JUDE, and P. SERVANT. Revue 
d’immunologie et de thérapie antimicrobienne [Reyv. 
Immunol. (Paris)| 18, 21-49, 1954. 6 figs., bibliography. 


After a consideration of the statistical basis of the 
calculation of certain parameters, the authors deal with 
the application of these methods in determination of the 
immunizing power of typhoid vaccines. At the French 
Army Central Bacteriological Laboratory, Paris, white 
mice were inoculated with 6 x 108 typhoid bacilli, which 
had been heated to 60° C. for one hour, in one dose of 
0-5 ml.; 10 days later the LDso of virulent typhoid 


bacilli (without mucin) was determined in the.vaccinated 


animals. and in corresponding groups of control mice 
by the use of the log-dose mortality-response curve con- 
verted to probits to allow determination of the standard 
deviation of the LDso. If the differences in LDso were 
significant (this was determined from a nomogram), the 
immunity index of the vaccine was taken as the ratio 
between the LDs for the controls and the LDso for the 
vaccinated animals. 

{It would have been much better to compare vaccines 
with a standard, and determine the_relative volumes of 
vaccine necessary to produce equal changes in the log- 
dose mortality curve. Most of the statistical matter 
given in the preface to this paper is easily available in 
standard text-books, and might well have been taken for 
granted; its unnecessary inclusion has more than 
doubled the length of the paper.] C. L. Oakley 


619. Persistence of Neutralizing Antibodies in Human 
Subjects Three Years after Oral Administration of a 
Rodent-adapted Strain of Poliomyelitis Virus 

H. Koprowsk!i, G. A. Jervis, and T. W. Norton. 
Pediatrics [Pediatrics] 13, 203-205, March, 1954. 5 refs. 
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Pharmacology 


620. An in vitro Evaluation of the Efficacy of the More 
Frequently Used Antacids with Particular Attention to 
Tablets 
N. E. Rossetr and M. L. Rice. Gastroenterology 
[Gastroenterology] 26, 490-495, March, 1954. 5 figs., 
2 refs. 


A procedure used by the authors for the evaluation of 
certain antacid preparations is described. The contents 
of the fasting stomach are represented in vitro by a 
mixture of 30 ml. of 0-1 N hydrochloric acid and 70 ml. 
of distilled water (pH 1-4), which is stirred mechanic- 
ally. During the testing of an antacid 0-1 N hydrochloric 
acid is added continuously to the above mixture at the 
rate of 240 ml. per hour to simulate the secretion of acid 
in a patient with duodenal ulcer, and continuous records 
of the pH are made by means of a pH meter. 

In general it was found that tablets were less effective 
in raising the pH than liquid preparations containing the 
same amount of the same drug. Different commercial 
preparations of aluminium hydroxide gel varied widely 
in their power to raise the pH to 3 or more and to main- 
tain it at that level, although all conformed to the standard 
prescribed by the U.S.P. A mixture of 3 or 4 parts of 
aluminium hydroxide gel (U.S.P.) and one of milk of 
magnesia (U.S.P.) was a more effective antacid in vitro 
than aluminium hydroxide gel alone, and in vivo had no 
serious effect on bowel motility. Dihydroxy aluminium 
acetate was more active, even in tablet form, than the 
hydroxide preparations. Other effective materials were 
a mixture of calcium carbonate and magnesium oxide 
(9:1 by weight) in a dose of 1 g., and dried skimmed milk 
in 25-g. doses. Four tablets of “ titralac’’ (glycine, 
0-15 g., and calcium carbonate, 0:35 g.) or 10 ml. of 
the corresponding liquid preparation maintained the pH 
above 5 for at least 45 minutes, the value then declining 
rapidly. The results suggested that the doses in which 
antacid preparations are usually prescribed are too small. 

Derek R. Wood 


621. Effects on Gastric Secretion of WIN 4369 (Mono- 
dral), a Synthetic Anticholinergic 

A. P. INGEGNO and L. KERTZNER. New York State 
Journal of Medicine {[N.Y. St. J. Med.] 54, 1185-1188, 
April 15, 1954. 4 refs. 


622. Studies of Quinidine Plasma Levels and Rate of 
Decline following Cessation of Quinidine Administration 
W. P. SwisHer, H. G. WEDELL, J. T. O. CHENG, G. C. 
Sutton, and D. C. Sutton. American Heart Journal 
[Amer. Heart J.] 47, 449-452, March, 1954. 9 refs. 


It has been suggested that patients in congestive heart 
failure maintain blood levels of quinidine for longer 
periods than normal subjects, and that cumulative toxic 
effects might ensue. At Cook County Hospital (North- 
western University), Chicago, the authors have therefore 


determined the plasma quinidine levels in three groups 
of patients: (1) 24 men suffering from heart disease of 
rheumatic, syphilitic, or arteriosclerotic aetiology and 
in congestive failure; (2) 18 men with either infective 
hepatitis or hepatic cirrhosis; (3) 16 men with renal 
failure associated with glomerulonephritis or prostatic 
obstruction, in all of whom the blood non-protein 
nitrogen level was greater than 70 mg. per 100 m1.; 
and (4) a control group of 18 apparently healthy men. 

Quinidine sulphate was given in 4-hourly doses of 
0-4 g. during the day only for 48 hours (9 doses). Blood 
for analysis was withdrawn 2 hours after the last dose, 
and again 24 and 48 hours later. 

In all four groups the same mean levels were noted 
after 2 hours (4-1 mg. per litre), but at 26 hours the 
cardiac group had a significantly higher level (2-1 mg. 
per litre) than the hepatic, renal, and control groups 
(1-4 mg. per litre); the cardiac group also exhibited a 
wider range of values. Similar differences were noted 
at 50 hours. The similarity of the blood quinidine levels 
in the hepatic, renal, and control groups is held to 
exclude hepatic and renal failure as the cause for the 
slower decline in cardiac failure, and it is also believed 
that this is not due to slower excretion [although the 
quinidine excretion was apparently not estimated!]. 
The authors therefore consider that there is no risk of 
toxicity due to the slower decline in blood quinidine 
level in cardiac failure. Bernard Freedman 


623. Mephyton (Emulsified Vitamin K;) in the Treat- 
ment of Excessive Therapeutic Hypoprothrombinemia 

R. STRAGNELL and A. G. Ware. Medical Clinics of 
North America |Med. Clin. N. Amer.] 38, 413-417, March, 


- 1954. 13 refs. 


Emulsified vitamin K; is the most effective material 
available for reversing the hypothrombinaemia induced 
by the coumarin and 1:3-indanedione derivatives. 
Vitamin K, was first synthesized in 1939, but it suffered 
frem the disadvantage that preparation of dilute sus- 
pensions of the vitamin for administration was a cumber- 
some procedure. In 1950 Shoshkes et al. (J. Lab. clin. 
Med., 1950, 36, 531; Abstracts of World Medicine, 1951, 
9, 289) prepared an emulsion of vitamin K; which was 
experimentally and clinically very effective, and a similar 
preparation, “‘mephyton”, is now available com- 
mercially. It may be given intravenously without diffi- 
culty, but severe pain follows its use intramuscularly. 
For the control of haemorrhage 50 to 100 mg. is effective 
in most cases. Not more than 10 mg., or 0-2 ml. of the 
emulsion, should be given per minute. The preparation 
may be mixed with 5 to 7 ml. of blood drawn back into 
the syringe, or alternatively it may be diluted with 5% 
glucose in water or isotonic saline. Haemorrhage will 
usually cease within 2 to 4 hours of injection, but a 
response has been noted in as short a time as 15 minutes. 
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The blood prothrombin level usually returns to normal 
in 8 to 14 days. Larger doses are rarely necessary, but 
may be indicated where excessive doses of an anticoagu- 
lant have been given or the patient has underlying 
hepatic disease. 

After large doses of emulsified vitamin K; have been 
given a period of relative resistance to coumarin may be 
noted and therefore if further anticoagulant treatment is 
required heparin, which is uninfluenced by vitamin Ky, 
should be substituted. No serious toxic reactions to 
mephyton have been reported, but occasionally patients 
have experienced vague, transient, epigastric discomfort, 
flushing and sweating of the face, or a sense of constric- 
tion in the chest when the drug has been injected too 
rapidly. Robert Hodgkinson 


624. Analgesic and Other Actions of Some Dithienyl- 
butenylamine Compounds in Man 

P. FLINTAN and C. A. Keeve. British Journal of Pharma- 
cology and Chemotherapy (Brit. J. Pharmacol.] 9, 106- 
117, March, 1954. 6 figs., 17 refs. 


The analgesic properties and possible side-effects of 
the four dithienylbutenylamine compounds, 3-ethyl- 
methylamino-1 : 1-di-x-thienyl-l-butene, 3-diethylamino- 
1:1-di-x-thienyl-1-butene, 3-pyrrolidino-1 : 1-di-«-thienyl- 
l-butene, and 3-dimethylamino-1 :1-di-«-thienyl-1-n- 
butane, were investigated at Middlesex Hospital Medical 
School, London, by administration to normal subjects 
and to patients suffering pain, and their efficacy com- 
pared with that of morphine and pethidine. The 
compounds were given by intramuscular injection in 
doses of 50 to 100 mg. 

The first-named compound has the highest therapeutic 
ratio. It is ineffective when given by mouth, and as it is 
unstable in aqueous solution it should be freshly dissolved 
before injection. It depresses respiration in control 
subjects to about the same degree as morphine, but this 
effect can be counteracted by administration of N-allyl 
normorphine. As an analgesic it is about twice as potent 
as pethidine and one-tenth as potent as morphine for the 
relief of pain, as judged by subjective tests on patients. 
It has no significant effect on heart rate or blood pressure, 
and it usually has a considerable hypnotic action and 
causes euphoria. The other three compounds tested 
are either too weak in action or cause such alarming 
muscular weakness that they are unsuited for therapeutic 
use. V. J. Woolley 


625. An Investigation into the Use of Hyaluronidase in 
Diuretic Therapy. (Ricerche  sull’utilizzazione della 
jaluronidasi nella terapia diuretica) 

G. Mauro and G. Natrero. Minerva medica [Minerva 
med. (Torino)| 1, 756-761, March 17, 1954. 4 figs., 
12 refs. 


In this paper originating from the Medical Clinic of 
the University of Turin the authors report the results of 
a study of the diuretic effect of hyaluronidase, alone 
and in association with mercurial diuretics, in normal 
subjects and in cases of oedema. Hyaluronidase was 
first given alone in doses of 250 units by subcutaneous, 


intramuscular, and intraperitoneal injection to 10 norma! 
subjects and to 8 patients with oedema or ascites due to 
cardiac failure or hepatic cirrhosis. The drug was well 
tolerated, though on subcutaneous injection it produced 
a transitory burning feeling. Neither in normal nor in 
oedematous subjects was there any evidence that hyalu- 
ronidase had a diuretic effect per se in the dose given. 
The same or a smaller dose was then given together 
with mercurial diuretics in the usual dosage by various 
routes to 16 oedematous patients and the results com- 
pared with those of the same dose of mercurial drug 
used alone. It was concluded that the association of 
hyaluronidase with a mercurial diuretic has certain 
advantages, particularly where it is not possible to give 
the latter intravenously, since hyaluronidase increases 
the effect of the mercurial drug given intramuscularly or 
subcutaneously and the dose can be reduced accordingly. 
It also increases the effect of mercurial diuretics given 
intraperitoneally in cases of ascites. As the enzyme 
itself has no demonstrable diuretic effect it probably acts 
by promoting the diffusion of the diuretic over a much 
wider area, in this way facilitating its absorption and 
raising the concentration of the drug in the blood to the 
level necessary for therapeutic purposes. E. Forrai 


626. The Glycogenolytic Action of Sodium Salicylate 

D. H. Sprout. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 9, 121-124, March, 
1954. 6 refs. 


The mode of action of the widely used salicylates has 
never been clearly established. Lutwak-Mann showed 
(Biochem. J., 1942, 36, 706) that large doses of sodium 
salicylate caused almost complete disappearance of liver 
glycogen in recently fed rats. In the present study, 
carried out at the Western Infirmary, Glasgow, the author 
set out to re-examine the effect of salicylate on liver 
glycogen, and in particular to determine whether the 
reported effect occurred with therapeutic doses of sali- 
cylate and in fasted as well as recently fed animals. 

Mice aged 34 to 5 months and of both sexes were 
grouped in pairs and one of each pair given 10 mg. of 
sodium salicylate by intraperitoneal injection, either 
when normally fed or after fasting for 18 hours, the other 
member of the pair receiving normal saline and acting 
as a control. The animals were killed after 1, 2, or 4 


hours and the liver glycogen content and blood sugar 


level determined. In all cases the salicylate caused a fall 
in the amount of liver glycogen, this fall being most 
marked in the first hour and not differing significantly in 
the two sexes. The mean blood sugar level in the males 
was unchanged both in the salicylate-treated animals and 
in controls, but in the females the mean level rose 
from 130 to 162 mg. per 100 ml. in the fed animals and 
from 105 to 148 mg. per 100 ml. in the fasting animals 
in the first hour. Possible causes of this sex difference 
are discussed, but no definite conclusion is reached; the 
male mice were slightly heavier, but not sufficiently so 
to account for the effect. The author concludes that 
salicylates have a profound effect on murine carbohydrate 
metabolism, but points out that this finding may not 
necessarily apply to man. V. J. Woolley 
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627. Method of Estimating Isoniazid in Biological 
Fluids 

W. F. J. CUTHBERTSON, D. M. IRELAND, W. WoLrFrF, and 
S.W. A. Kuper. British Medical Journal [Brit. med. J.] 
1, 609-611, March 13, 1954. 11 refs. 


The authors describe a colorimetric method for 
estimating isoniazid in biological fluids by means of 
picryl chloride, and report the results of isoniazid 
estimation in the blood plasma and urine of 24 patients 
receiving the drug. Their method is as follows. Plasma 
from 10-ml. blood samples is deproteinized with sodium 
tungstate and the isoniazid extracted with an n-butanol- 
diethyl ether mixture, re-extracted with 0-1 N-hydro- 
chloric acid, and treated with an ethanolic picryl chloride 
solution; the product is then extracted with n-butanol, 
producing a coloured solution, the colour intensity of 
which is measured by means of a photoelectric absorptio- 
meter fitted with a blue-green filter (absorption maximum 
485 uw). The standard deviation for a single estimation, 
in the range of 1 to 4 yg. of isoniazid per ml. of plasma, 
is of the order of +10%. The same method, omitting 
the process of deproteinization, is used for urine. It was 
found that PAS, but not streptomycin or the metabolic 
products of isoniazid, interfered with the assay. 

In 10 patients at the Brompton Hospital, London, 
receiving 1-15 to 1-5 mg. of isoniazid per kg. body weight 
orally every 12 hours, the average plasma levels were 
found to be 0-7, 0-8, and 0-4 ug. per mi. 30, 60, and 
120 minutes respectively after administration of the drug, 
while in 14 patients receiving 1-55 to 3-65 mg. per kg. 
body weight the comparable figures were 1-0, 1-3, and 
1-0 ug. per ml. The percentage of the dose excreted as 
isoniazid varied from 1-5 to 17-5 (average 7°1%). Two 
patients who had no detectable isoniazid in their plasma 
and who excreted only 1-5 to 2-8% of the dose as isoniazid 
excreted large quantities of isoniazid metabolites. 

J. E. Page 


628. Oral Penicillin 
R. W. FAIRBROTHER and K. S. DaBer. Lancet [Lancet] 
1, 858-860, April 24, 1954. 9 refs. 


The authors review the results of previously published 
clinical trials of penicillin preparations administered 
orally. In view of the wide differences reported they have 
carried out a further study at the United Manchester 
Hospitals to determine the degree of absorption of 
penicillin after a single dose ‘of various. preparations 
administered by mouth. 

In adults, 300,000 units of benzathine penicillin by 
mouth gave disappointing results. When the dose was 
increased to 600,000 units, however, a serum penicillin 
level of at least 0-03 unit per ml. was found in 67 of 68 
tests within 3 hours, and at 5 or 6 hours 37 of 59 patients 
had levels of 0-06 unit per ml. or more, while in another 
il the level was 0-03 unit per ml. There was consider- 


able individual variation, irrespective of the dosage. 
More uniform results were found in 31 children [no 
details are given of their ages or weights] .with a dose 
of 300,000 units. After 2 or 3 hours the serum level 
was at least 0-25 unit per ml. in 10 out of 10 children; 
after 4 to 6 hours levels of 1 to 2 units per ml. were 
found in 2 infants, while in all of 10 children the serum 
penicillin level exceeded 0-3 unit per ml. at this time. 
The levels were no higher after a dose of 600,000 
units. In adults there was evidence of some cumulative 
effect of repeated doses of 600,000 units. 

In a further test one of two preparations of soluble 
potassium benzylpenicillin was given to a group of 142 
adults. Again results with a dose of 300,000 units were 
irregular, but after 600,000 units serum levels of from 
0-03 to 1 unit per ml. were obtained in all of 58 patients 
at 1 to 3 hours, and similar levels were still present in 
30 cases at 4 to 6 hours. 

These results in general support the view that after the 
oral administration of penicillin absorption of the anti- 
biotic is irregular and sometimes small. After a dose of 
600,000 units there was, however, a peak serum penicillin 
level of at least 0-03 unit per ml: in most persons tested. 
The authors consider that in the treatment of acute 
infections the initial doses of penicillin should be given 
parenterally to ensure rapid bactericidal activity. It is 
emphasized that the blood penicillin level is not a direct 
index of therapeutic activity, other factors such as the 
sensitivity of the organism being involved. As a mini- 
mum effective serum level of penicillin the figure of 0-03 
unit per ml. has little therapeutic significance. ” 

In conclusion, the authors urge that the ease of ad- 
ministration of penicillin by mouth should not lead to 
indiscriminate use of the antibiotic, especially in treating 
mild infections. Apart from the irregularity of absorp- 
tion, notably in adults, oral treatment with penicillin is 
more expensive than parenteral injection of procaine 
penicillin, and one daily dose of the latter gives similar 
but more uniform serum levels. 

[This is a valuable reminder of the need for caution 
in relying on the convenient method of giving penicillin 
by mouth in treatment of acute infections. It is interest- 
ing that absorption of the insoluble benzathine penicillin 
was no better and possibly less regular than that of the 
soluble potassium salt.] Derek R. Wood 


629. Benzathine Penicillin by Mouth in Children 
D. M. G. BEASLEY and M. J. MACPHERSON. Lancet 
[Lancet] 1, 861-862, April 24, 1954. 1 fig., 5 refs. 


In this investigation, carried out at the Children’s 
Hospital, Sheffield, a preparation of benzathine penicillin 
penidural of which each 5 ml. contains 300,000 
units of penicillin was given orally to 131 children 
divided into groups according to their weight. A serum 
penicillin concentration of 0-03 unit per mi. was taken 


187 


188 CHEMOTHERAPY 


as the minimum satisfactory level, and this level at least 
was usually observed one hour after administration. 
With a dose of 300,000 units, a satisfactory serum 
penicillin level was found 4 hours later in all of 19 
children weighing up to 40 lb. (18 kg.), and up to 6 
hours later in 8 children who weighed less than 25 Ib. 
(11-3 kg.). Levels in heavier children, however, were 
unsatisfactory after this dose, but a dose of 600,000 units 
gave satisfactory levels at 4 hours in 16 of 17 children 
weighing between 40 and 70 Ib. (18 and 32 kg.) and at 
6 hours in 7 out of 9 children between 25 and 40 Ib. in 
weight. In children weighing over 40 lb., doses of 
_900,000 or 1,200,000 units were required to maintain 
satisfactory serum penicillin levels for 6 hours. Results 
observed in 6 cases showed that there was no significant 
accumulation of penicillin after repeated doses of 600,000 
units every 4 hours in children weighing 40 Ib. or more. 

A scheme of dosage based on body weight is suggested. 
This indicates that 6-hourly doses of benzathine penicillin 
given orally should be about 12,000 units, and 4-hourly 
doses about 8,000 units, per lb. body weight (26,000 and 
17,600 units respectively per kg.). The preparation was 
generally well tolerated, but 26 of the 131 children had 
loose stools and 3 had some nausea and vomiting. 

{It is clear from the authors’ detailed results that there 
was wide variation in the absorption of this substance 
from the intestine. No comparison was made with the 
results of potassium penicillin by mouth. The sug- 
gested dose schedule is a useful guide to dosage, but a 
blood level of 0-03 unit per ml. may not always be 
clinically effective, and other factors must be considered 
before relying on orally administered penicillin, even in 
children. In Table I of the paper the symbol < used 
throughout should presumably be replaced by >, as 
used in Table II.] Derek R. Wood 


630. The Binding of Penicillin in Relation to its Cyto- 
toxic Action. 1. Correlation between the Penicillin 
Sensitivity and Combining Activity of Intact Bacteria 
and Cell-free Extracts 

H. EaGie. Journal of Experimental Medicine [J. exp. 
Med.| 99, 207-226, March 1, 1954. 4 figs., 11 refs. 


A study of the action of penicillin upon bacteria and 
cell-free bacterial extracts was undertaken at the U.S. 
National Microbiological Institute, Bethesda, Maryland, 
the results of which confirm and extend the findings of 
Rowley et al. (Biochem. J., 1950, 46, 157), who reported 
that the penicillin-binding activity of bacteria was cor- 
related with their sensitivity to the drug. 

The penicillin content of sensitive bacteria after 
exposure to the antibiotic consists of three fractions: 
(a) freely diffusible penicillin, related to the fluid content 
of the bacteria; (56) non-specifically-bound penicillin, 
present only after exposure to high concentrations of 
the antibiotic and readily removed by washing; and 
(c) firmly bound penicillin, present after exposure to 
low concentrations (0-001 to 0-01 ug. per ml.) and not 
removed by washing. 

When bacteria and cell-free extracts of bacteria dis- 
rupted by means of a sonic oscillator were exposed to 
penicillin labelled with radioactive sulphur (35S) or 


carbon (14C) and the amount of firmly bound anti- 
biotic determined, the affinity of both bacteria anc 
extracts for penicillin was shown to be proportional to 
the penicillin sensitivity of the strain tested. Highly 
sensitive organisms such as Streptococcus pyogenes con- 
centrated the antibiotic as much as 200-fold, but this did 
not occur if the penicillin had been inactivated by 
penicillinase or strong acids. Resting and multiplying 
organisms and cell-free extracts all reacted similarly to 
penicillin, suggesting that sensitivity does not depend 
upon differences in cell permeability. Bacterium coli 
inactivated. diffusible penicillin within the cell to a suffi- 
cient extent to explain its low binding affinity and 
relative resistance. Other species also inactivated 
penicillin within the cell, but only to a minor degree 
which was insufficient to explain their differences in 
penicillin sensitivity which, the: author suggests, are 
‘** determined by differences in the reactivity of vital cell 
components with the antibiotic.” 
D. Geraint James 


631. Chloramphenicol and -Haematopoiesis. Experi- 
mental Research on Chloramphenicol Poisoning in Guinea- 
pigs and on the Possible Therapeutic Action of the 
Vitamin-B Complex. (Cloramfenicolo ed emopoiesi. 
Ricerche sperimentali sull’intossicazione da cloram- 
fenicolo nella cavia e sulla possibile attivita riparatrice 
delle vitamine del gruppo B) 

G. BALLERINI and R. CaspANi. Haematologica |Hae- 
matologica| 37, 1429-1454, 1953. 4 figs., bibliography. 


In this paper from the University of Pavia the authors 
describe the results of investigations into the nature and 
prevention of the depressive action of chloramphenicol 
on haematopoiesis. 

When 20 guinea-pigs were given 100 mg. of chloram- 
phenicol per kg. body weight daily for 16 days, 2 animals 
died and all the rest showed toxic effects—namely, 
anorexia, stupor, ruffled fur, and loss of weight. A 
further group, of 15 guinea-pigs, were then given a 
similar dose of chloramphenicol, but after 12 days 5 
were given vitamin B;2 (10 yg. per kg. daily), 5 folic 
acid (10 mg. per kg. daily), and 5 a preparation of 
the vitamin-B complex (2 ml. per kg. daily, this dose 
containing 10 mg. of aneurin, 3 mg. of riboflavin, 3 
mg. of pyridoxine, 100 mg. of nicotinamide, and 10 mg. 
of calcium pantothenate). Blood counts were made 
every 4 days and the bone marrow examined at the end 
of the experiment (28 days). 

The results are given in detail. It is reported that 
chloramphenicol caused hypoplasia of the marrow cells, 
especially those of the erythropoietic series, which 
showed a cessation of maturation. These effects tended 
to be diminished in the animals treated with the vitamin-B 
complex, whereas folic acid and vitamin B;2 either had 
no effect or at the most produced only a limited response. 

R. F. Jennison 


632. Xanthothricin, a New Antibiotic 

R. A. MACHLOwiITz, W. P. FisHer, B. S. McKay, A. A. 
TyTeLL, and J. CHARNEY. Antibiotics and Chemo- 
therapy [Antibiot. and Chemother.] 4, 259-261, March, 
1954. 1 fig., 1 ref. 
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633. Acquired Toxoplasmosis. With a Report of Two 
Cases Simulating Glandular Fever and one Possible Case 
Resembling Typhus 

E. Sxrpper, J. K. A. BeverRLey, and C. P. BEATTIE. 
Lancet [Lancet] 1, 287-290, Feb. 6, 1954. 30 refs. 


It is first pointed out that cases of acquired toxo- 
plasmosis have not hitherto been reported in Britain. 
In the present paper from Sheffield Royal Infirmary and 
the University of Sheffield 3 cases are described, 2 of 
which resembled glandular fever (although the reaction 
to the Paul—Bunnell test was negative) and one presented 
features suggestive of typhus fever. : 

In none of the cases was the causative organism, 
Toxoplasma gondii, isolated. The serological investiga- 
tions included the cytoplasm-modifying dye test, the 
complement-fixation test, and the toxoplasmin skin test. 
In the 2 patients with lymphadenopathy there were very 
high titres with the dye test (1 : 9,000 and 1 : 12,800 
respectively) and the reaction to the skin test was strongly 
positive. The results of the complement-fixation test 
were not so conclusive, there being a single reading of 
1:32 in one patient and a titre falling from 1:80 to 1:16 
in the other. 

In the patient with the typhus-like syndrome the dye- 
test titre rose from 1:64 to above 1:256, at which level it 
was maintained for a month, but the rise was only four- 
fold, whereas an eightfold increase has been considered 
necessary as a proof of active infection. There was a 
fourfold rise in the level of complement-fixing antibody, 
but the antibody in the Weil—Felix reaction was of low 
titre. [The skin test does not appear to have been per- 
formed in this case.] 

It is suggested that a possible source of contamination 
in one of the cases was the butcher’s shop in which the 
patient was employed. D. Geraint James 


634. Altered Immunologic Reactions in Sarcoidosis 

M. Sones and H. L. IsRAEL. Annals of Internal Medicine 
[Ann. intern. Med.| 40, 260-268, Feb., 1954. 2 figs., 
20 refs. 


It is first pointed out that the mechanism responsible 
for the absence of or reduced sensitivity to tuberculin 
in patients with sarcoidosis is not known. The authors, 
interested in this abnormal behaviour, carried out an 
investigation at the University of Pennsylvania, Phila- 
delphia, to determine whether it was confined to the 
tuberculin reaction. 

Tuberculin tests and skin sensitivity tests to pertussis 
and mumps antigens, to “* oidiomycin *’ (Candida albicans 
extract), and to “ trichophytin ’’ (Trichophyton gypseum 
“xtract) were performed on 38 patients with sarcoidosis 
and on two groups of controls. There were significantly 
ewer reactions to pertussis antigen, mumps virus, and 
vidiomycin in the patients with sarcoidosis than in the 
controls, but the reactions to trichophytin were not 


significantly less frequent. Twenty patients and 10 
controls whose reaction to the skin test with pertussis 
agglutinogen was negative were then immunized with 
pertussis vaccine. The circulating antibody titre was 
normal in both patients and controls, but only 9 
of the patients developed skin sensitivity, and this was 
usually temporary, disappearing after several months. 
It was found that after intradermal immunization with 
typhoid-paratyphoid vaccine (14 patients and 18 controls) 
the level of circulating antibodies was not significantly 
lower in the patients than in the controls. The response 
of 12 patients to an intradermal injection of a 1:100 
solution of histamine was normal. 

The authors consider these observations to indicate 
that in sarcoidosis the mechanism for the production of 
circulating antibody is intact, and that the patients “ are 
capable of normal cutaneous responses to agents pro- 
ducing immediate-type reactions”’’. The absence of a 
normal skin reaction to pertussis immunization in 
patients with sarcoidosis suggests that the immunological 
defect is not restricted to the tuberculin reaction. The 
normal response in circulating antibody titre after per- 
tussis and typhoid immunization indicates that the 
impairment of immunological response is not general, 
and it is suggested that the diminished skin sensitivity 
to a variety of antigens is due to failure of cellular 
antibodies, of the type involved in delayed reactions, to 
reach the skin. J. Lister 


635. Nephrocalcinosis Associated with Sarcoidosis 

C. N. Davipson, J. M. Dennis, E. R. McNINCH, 
J. K. V. Wittson, and W. H. Brown. Radiology 
[Radiology] 62, 203-214, Feb., 1954. 6 figs., 12 refs. 


The authors describe 7 further cases of sarcoidosis 
associated with nephrocalcinosis. All presented with 
hypercalcaemia (but without osteoporosis), a normal 
serum phosphorus level, and hyperproteinaemia with 
an increase in the globulin fraction. The serum alkaline- 
phosphatase level was also raised. They stress the 
importance of the differential diagnosis from para- 
thyroid tumour or hypertrophy, hypervitaminosis D, 
acute osteoporosis, multiple myelomatosis, and meta- 
static carcinomatosis. In 2 of the cases there was also 
calcification in other soft tissues, and in 2 others there 
was advanced arteriosclerosis at an early age. 

Geoffrey McComas 


636. The Prognosis of Sarcoidosis 

D. T. Carr and R. P. GaGe. American Review of 
Tuberculosis [Amer. Rev. Tuberc.) 69, 78-83, Jan., 1954. 
1 fig., 12 refs. 


A review of the literature revealed conflicting reports 
concerning the prognosis in sarcoidosis. A follow-up 
study was made of 194 patients with sarcoidosis examined 
at the Mayo Clinic during the years 1940 through 1951. 
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More than 90% of the patients were traced, and the 5-year 
and 10-year survival rates were found to be 92-9 and 80% 
respectively. There was no evidence that the prognosis 
was influenced by age, sex, race, tuberculin sensitivity of 
the patient, or the treatment administered. Three of the 
deaths were due to progressive sarcoidosis and one to 
tuberculosis; 13 other patients died of unrelated or 
unknown causes. Although the variation in death rates 
in the various reports remains unexplained, it is sug- 
gested that exposure to tuberculosis with subsequent 
development of progressive tuberculosis may be a signifi- 
cant factor. Therefore, it is also suggested that patients 
who have sarcoidosis should avoid contact with tuber- 
culosis.—[Authors’ summary.] 


VIRUS DISEASES 


637. The Carrier State in Viral Hepatitis 

J. Stokes, J. E. Berk, L. L. MALAMuT, M. E. DRAKE, 
J. A. BARONDeEss, W. J. BAsSHE, I. J. WOLMAN, J. D. 
FARQUHAR, B. BEVAN, R. J. DRUMMOND, W. D’A. May- 
cock, R. B. Capps, and A. M. BENNETT. Journal of the 
American Medical Association [J. Amer. med. Ass.| 154, 
1059-1065, March 27, 1954. 1 fig., 17 refs. 


The authors discuss the epidemiology of the carrier 
state in viral hepatitis, with special reference to carriers 
among blood donors, and report the results of a combined 
investigation carried out at the Lister Institute of Pre- 
ventive Medicine, London, the Children’s Hospital and 
Albert Einstein Medical Center, Philadelphia, and a 
Chicago orphanage, together with the results of a series 
of transmission experiments performed upon segregated 
volunteers in a Philadelphia penal institution, for which 
infected material from the above institutes was used. 
Three carriers of the serum hepatitis virus B, 2 of whom 
were blood donors, were identified beyond reasonable 
doubt. One was an alcoholic cirrhotic who probably 
conveyed the disease to 4 other traced recipients, but 
since he was a “ professional ’’ blood donor may have 
disseminated the virus widely; he was apparently 
healthy. Another was a mother from whom the virus 
was probably transmitted transplacentally to her infant, 
although she had no clinical nor biochemical evidence 
of hepatic dysfunction; because of these negative find- 
ings, the authors term her a “silent carrier”. The 
third patient was also virtually a silent carrier without 
symptoms himself, but whose donated blood was almost 
certainly the cause of hepatitis in 3 recipients. 

Blood from each of these 3 carriers, and from the 
mother’s jaundiced infant was injected intramuscularly 
into different series of segregated volunteers. Hepatitis 
with jaundice occurred in about one-quarter, and sub- 
clinical hepatitis was suspected in a further one-sixth of 
the volunteers. The incubation period ranged from 59 
to 100 days. Apart from these observations on carriers 
of serum hepatitis virus B, human transmission experi- 
ments were also carried out in an effort to detect the 
infective hepatitis virus A in the stools of the two child 
faecal carriers in an orphanage. Clinical hepatitis 
occurred in one-quarter (2 out of 8) of the volunteers 


22 to 26 days after the oral administration of a suspension 
of the carriers’ faeces in 20% saline. 

The authors suggest that the development of a carrier 
state may occur when the host fails to attain a solid 
immunity during his initial infection. They also recom- 
mend that subjects with a history of jaundice or with 
abnormal liver function tests should be removed or 
prevented from becoming blood donors. 

D. Geraint James 


638. Carriers of Hepatitis Virus in the Blood and Viral 
Hepatitis in Whole Blood Recipients. I. Studies on 
Donors Suspected as Carriers of Hepatitis Virus and as 
Sources of Post-transfusion Viral Hepatitis 

J. R. Neere, R. F. Norris, J. G. REINHOLD, C. B. 
MITCHELL, and D. S. Howe. Journal of the American 
Medical Association [J. Amer. med. Ass.| 154, 1066-1071, 
March 27, 1954. 4 figs., 9 refs. 


Efforts to inactivate the virus of hepatitis in human 
whole blood and plasma have not so far proved very 
successful. The minimal incidence of viral hepatitis 
following the transfusion of whole blood is estimated at 
between 0-45 and 1% of all transfusions, while that 
following the infusion of pooled plasma has been stated 
to range from 1 to 20%, depending on the number of 
plasma units included in the pool. The presence of 
carriers of hepatitis virus among blood donors is to be 
suspected when there is subsequent development of 
serum hepatitis in recipients. 

In this report from the University of Philadelphia the 
authors describe the hepatic abnormalities in 22 blood 
donors, transfusion of whose blood was followed by 


viral hepatitis in 14 recipients. There was no previous. 


history of jaundice in any of the donors, but slight 
abnormalities in some of them were detected by means of 
various laboratory tests. In one case liver biopsy pro- 
vided evidence suggestive of cirrhosis, and in 3 others 
there was slight distortion of the lobular architecture and 
some degree of periportal round-cell infiltration. The 
clinical findings in the infected recipients are described, 
with reference to corresponding donors. The results of 
transmission experiments undertaken to link the hepatic 
dysfunction with a viral carrier state of the blood are 
reported in Part II of this paper [see Abstract 639]. 
D. Geraint James 


639. Carriers of Hepatitis Virus in the Blood and Viral 
Hepatitis in Whole Blood Recipients. II. Confirmation 
of Carrier State by Transmission Experiments in Volun- 
teers 

R. Murray, W. C. L. DIEFENBACH, F. RATNER, N. C. 
LEONE, and J. W. OLIPHANT. Journal of the American 
Medical Association [J. Amer. med. Ass.] 154, 1072-1074, 
March 27, 1954. 7 refs. 


At the U.S. National Institutes of Health Laboratories, 
Bethesda, Maryland, transmission experiments, with 
healthy young volunteer prisoners, were undertaken to 
detect the presence of the hepatitis virus in the blood of 
6 of the asymptomatic donors described in Part I of this 
paper [see Abstract 638]. The volunteers were divided 
into 6 groups each of 10 men, each group being inoculated 
with the serum of each of 6 donors. 
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INFECTIOUS DISEASES 


Except for one group in which the results were negative, 
at least one of the volunteers in each of the 5 other groups 
developed hepatitis. In some this was accompanied by 
jaundice, but others had clinically mild illnesses with only 
laboratory evidence of hepatic dysfunction. The incuba- 
tion periods in the transmitted disease (30 to 72 days) 
varied from the shorter one associated with infective 
hepatitis virus (A) to the longer one suggestive of serum 
hepatitis virus (B). The authors suggest that both types 
may be associated with a symptomless carrier state in 
the blood. The time at which the specimens of serum 
used for transmission were removed from the donors 
indicated that a symptomless viraemia had existed in 
these subjects for periods up to 385 days. 

The authors recommend that routine screening of blood 
donors by hepatic function tests might exclude a signifi- 
cant number of potentially infectious carriers. 

D. Geraint James 


640. Virus Pneumonia in Glasgow 
N. R. Grist. Lancet [Lancet] 1, 650-652, March 27, 
1954. 7 refs. 


The relative frequency of virus infection in cases of 
clinical pneumonia was studiéd at two Glasgow fever 
hospitals. Over a 3-year period serological tests, which 
included complement-fixation tests for the psittacosis 
group of viruses and for Rickettsia burnetii and tests for 
the presence of cold haemagglutinins and agglutinins for 
Streptococcus M.G., were carried out as a routine on 
every case of pneumonia admitted to the wards. [The 
results of tests for influenza infection are not given.] 

A significant increase in psittacosis antibody titre was 
observed in only 3 of the 823 specimens of serum tested, 
and only one out of 127 showed a stationary high titre of 
Q-fever antibody. Significant titres of cold haemag- 
glutinins were found in 2 out of 513 specimens of serum, 
while tests for the presence of Streptococcus M.G. 
agglutinins were positive in 6 out of 771. The author 
concludes that only a small proportion of cases of pneu- 
monia in Britain (less than 2° in this series) are attri- 
butable to virus infections (other than influenza), 
** recognizable by available routine laboratory tests ”’. 

[One correction should be made to Table II. ‘In the 
series reported by Crofton et al. (Brit. med. J., 1951, 2, 
1368) 110 cases were tested for the presence of Strepto- 
coccus M.G. agglutinins and positive titres were obtained 
in 2.] D. Geraint James 


641. Infectious Mononucleosis. 
Disease ? 

S. SHuperT, J. G. Cover, and B. J. Smitu. British 
Medical Journal {Brit. med. J.] 1, 671-675, March 20, 
i954. 40 refs. 


A small epidemic of infectious mononucleosis was 
observed at a British Army camp between September 
and November, 1952. The disease was diagnosed on 
the clinical and haematological findings, the reaction to 
the Paul—Bunnell test in all the 27 cases in the series 
being negative. Splenomegaly was observed in 9 
patients, but lymphadenopathy was a constant finding 
in all. Generally the presenting symptom was rhinitis, 
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often with copious coryza. Pyrexia, which was noted 
at some time in over half the patients, usually subsided 
in 2 to 4 days. The total lymphocyte count was over 
4,000 per c.mm. in all the cases, but it exceeded 50°, of 
the total leucocyte count in only 10. 

The authors suggest that the sporadic form of the 
disease differs from the epidemic form in its low infec- 
tivity rate, the positive reaction to the Paul-Bunnell test, 
and a relative lymphocytosis exceeding 50% of the total 
leucocyte count. The term “epidemic variant of 
infectious mononucleosis*’ is suggested for the cases 
here described, in which the infectivity rate was high, 
the reaction to the Paul—Bunnell test was negative, and 
the lymphocytosis did not exceed 50° of the total leuco- 
cyte count. D. Geraint James 


642. Viremia in Human Poliomyelitis 

D. M. HorsTMANN, R. W. McCoLium, and A. D, 
Mascoia. Journal of Experimental Medicine [J. exp. 
Med.] 99, 355-369, April 1, 1954. 4 figs., 36 refs. 


For an investigation at Yale University, New Haven, 
of the occurrence of viraemia in poliomyelitis, material 
was obtained during an outbreak of the disease in 1952 
in a rural area of Ohio. Immediately after the patient 
was admitted to hospital throat and rectal swabs and 
blood were collected from as many contacts as possible 
and from any non-contact in the neighbourhood who 
might be suffering from the prodromal ** minor illness ”’. 
The virus was isolated from the specimens, monkey 
testicular- or renal-tissue cultures being used; blind 
Passages were made with the fluids from primary cultures 
which showed no cytopathogenic effect. In 33 subjects 
poliomyelitis virus Type I (Brunhilde) was isolated from 
cultures of the throat or rectum and in 6 of these subjects 
the same virus was isolated from the blood. Neutralizing 
antibodies were present in only one of the 6, and the virus 
obtained in this case behaved peculiarly in early passages. 
Of the remaining 27 subjects without viraemia, 18 had 
neutralizing antibodies in the blood at the time the 
specimens were collected. No virus was isolated from 
78 subjects, 52 of whom were found to have antibodies. 

The authors point out that the isolation of virus from 
the blood of 5 of 14 individuals from whom blood was 
withdrawn early enough in the course of the disease 
suggests that viraemia may be a frequent occurrence. 
The role of viraemia in the first phase of the disease— 
the ** minor illness ’’—is discussed in relation to current 
hypotheses of the pathogenesis of poliomyelitis. 

J. E. M. Whitehead 


643. Further Observations on Acute Poliomyelitis 
Treated with Thermal Antibody : 

B. Rappaport. Quarterly Bulletin of Northwestern 
University Medical School (Quart. Bull. Northw. Univ. 
med. Sch.| 28, 57-60, 1954. 4 refs. 


644. The Clinical Use of the Exsufflator Attachment for 
Tank Respirators in Poliomyelitis 

R. M. CHERNIACK, J. A. HiLpes, and A. J. W. ALCock. 
Annals of Internal Medicine {Ann. intern. Med.| 40, 
540-548, March, 1954. 2 figs.. 6 refs. 


Tuberculosis 


645. Tuberculosis in Early Childhood with Special 
Reference to Prognosis and Treatment. (Die friihkind- 
liche Tuberkulose, unter besonderer Beriicksichtigung 
ihrer Prognose und Therapie) 

L. WEINGARTNER. Zeitschrift fiir Tuberkulose [Z. 
Tuberk.] 104, 27-41, 1954. 5 figs., 46 refs. 


During the period 1944-52 the author had the oppor- 
tunity of examining 737 children suffering from early 
tuberculous infection at the University Children’s Clinic, 
Leipzig. Their ages ranged from 0 to 4 years. The 
prognosis of a tuberculous infection before the intro- 
duction of antibiotics and other chemotherapeutic drugs 
was generally unfavourable. Since 1949, however, 175 
of these children have been treated with streptomy- 
cin, thiacetazone, isoniazid, or PAS, or with a com- 
bination of streptomycin with one of the three other 
drugs. The author’s results with PAS have been dis- 
appointing, and he recommends using isoniazid alone or 
in combination with streptomycin. As 50% of the 
children in this series contracted their infection from close 
contact with an infective case in the home, the author 
urges systematic vaccination with B.C.G. 

Franz Heimann 


646. The Induction of Sarcoid-like Lesions by the 
Injection of Tuberculin 

F. T. BictinGs and J. L. SHAPIRO. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.| 94, 139-147, 
March, 1954. 7 figs., 8 refs. 


The case of a white female with skin lesions of a 
typically sarcoid-like nature is presented. In this patient 
similar lesions developed at the site of a positive old 
tuberculin reaction. Desensitization to old tuberculin 
was carried out with concomitant subsidence of all skin 
lesions.—[Authors’ summary.] 


B.C.G. VACCINATION 


647. An Account of 2,500 Infant B.C.G. Vaccinations 
H. M. Purser. British Medical Journal [Brit. med. J.] 
1, 368-370, Feb. 13, 1954. 2 refs. 


At the Royal Maternity and Malone Place Maternity 
Hospitals, Belfast, B.C.G. vaccination is offered to every 
mother for her infant during confinement. Between 
March, 1952, and March, 1953, the number of live births 
in these hospitals was 2,750, and 2,500 of the infants were 
vaccinated. Each infant received 0-1 ml. of vaccine— 
that is, 0-075 mg. of B.C.G.—in each deltoid region. 
Tuberculin skin tests were carried out 8 weeks after the 
inoculation on approximately 85% of the infants, and the 
conversion rate was over 99%. If there was a case of 
tuberculosis in the household to which the infant be- 
longed or a family history of tuberculosis, contact was 
avoided during the post-vaccinal period. In none of the 


cases was there any reason to suspect a constitutional 
disturbance as a result of the vaccine. Regional adenitis 
occurred in 46 cases, an abscess forming in the node in 
18 of these. The author considers that this complication 
was the result either of faulty technique, the vaccine being 
injected subcutaneously instead of intradermally, or of 
variation in the strength and viability of the vaccine. 
An abscess occurring within 8 weeks of vaccination was 
due to secondary infection. If an abscess developed 
8 weeks to 6 months after vaccination B.C.G. organisms 
were usually recovered from the pus, but if it developed 
after 6 months the pus was generally sterile. 
T. M. Pollock 


648. Preliminary Results of a Programme of Prophy- 
lactic Vaccination with BCG Started in 1935 and Involving 


More than 41,000 Newborn Infants. (Premiers résultats 


d'une campagne de prémunition antituberculeuse par le 
BCG, poursuivie depuis 1935, sur plus de 41,000 nouveau- 
nés) 

E. SeRGENT, A. CATANEI, and H. Ducros-ROUGEBIEF. 
Bulletin de Académie nationale de médecine [Bull. Acad. 
nat. Méd. (Paris)| 138, 97-100, Feb. 16, 1954. 1 ref. 


This brief paper describes a controlled trial of B.C.G. 
vaccination, which was carried out in Algeria between 
1935 and 1947, on approximately one-half of some 
41,000 newborn Arab children living under poor con- 
ditions. The vaccinated and control groups were un- 
selected, were of the same social class and way of life, 
and were followed up in the same way. Vaccination 
was performed at birth in the home by health visitors, 
and repeated 1, 3, 7, and 15 years later, the health visitor 
making 6-monthly visits in the meantime. 

The mortality from all causes during each of the first 
5 years of life was determined for all infants vaccinated 
during 1947 and the corresponding control group. In 
each year mortality was greater in the latter, the dif- 
ference between the groups increasing each year. 

T. M. Pollock 


649. Analysis of BCG Vaccinations 
D. S. Price. IJrish Journal of Medical Science [Irish J. 
med. Sci.| 6, 56-64, Feb., 1954. 10 refs. 


In this paper an analysis is made of 140,697 B.C.G. 
vaccinations performed between July, 1949, and July, 
1953, by the vaccinating teams of the Irish National 
B.C.G. Committee, 2,994 home contacts, 1,118 occu- 
pational contacts (nurses, medical students, and other 
hospital workers), and 136,585 members of the general 
public being vaccinated. Segregation from infective 
cases of tuberculosis for 6 weeks before and 6 weeks 
after vaccination, if possible, was carried out in both 
contact groups. 

Among subjects vaccinated in 1949-50 the post- 
vaccination conversion rate was 95-36%, the figure rising 
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to 98-41°, for those vaccinated in 1952. Of 362 who 
were Mantoux-tested after 2 years, 75 (20-72%) showed 
reversion to negative. Unpleasant and undesirable re- 
actions of any kind were reported by only 0-011% of 
those subjects (95°% of the total) who were seen 2 months 
after vaccination. Amongst those vaccinated, 21 cases 
of tuberculosis have occurred; in 11 of these cases, in 
which segregation was not practised, tuberculosis was 
discovered 1 to 7 months after vaccination and it is 
suggested that the patient was incubating the infection 
at the time of vaccination. In the remaining 10 cases 
tuberculosis developed after the patient had been fully 
immunized, and in 2 of these cases tuberculous menin- 
gitis was reported. 

The preliminary tuberculin test was performed with a 
dilution of 1:5,000 and repeated with 1:100, and the 
postvaccination test with dilutions varying between 1 :100 
and 1:1,000, depending on the size of the vaccination 
reaction and the lapse of time since vaccination. The 
vaccine was given intradermally into the skin over the 
deltoid muscle, 0-1 ml. of B.C.G. being divided between 
two sites. In young infants and nurses the dose was 
0-15 ml. 

[It is not made clear how the cases of tuberculosis 
developing in those vaccinated were discovered, and 
there may be further cases which have not been reported; 
one-third of the cases, for example, were of miliary tuber- 
culosis or tuberculous meningitis, which appears to be a 
high proportion over a period of 4 years. It is interesting 
to note the occurrence of tuberculous meningitis in two 
cases of the non-contact group after the completion of 
immunization. There seems little to be gained from 
varying the dose of the post-vaccination Mantoux test 
according to the size of the vaccination reaction, and the 
duration of time since vaccination. No indication is 
given of the strength of tuberculin used in those cases 
which reverted to negative after 2 years, which should 
surely affect the results. ] T. M. Pollock 


650. Vaccination with B.C.G. with Special Reference 
to the Duration of B.C.G. Allergy. (Sur la vaccination 
B.C.G. et spécialement sur la durée de l’allergie du 
B.C.G. (1927-1953)) 

J. HemmBeck. Revue d’hygiéne et de médecine sociale 
[Rev. Hyg. Méd. soc.] 2, 5-10, 1954. 


In July, 1927, the author tested the skin reaction to 
tuberculin of 360 of the 400 inhabitants of an isolated 
Norwegian valley. Of the 188 who were negative to the 
Pirquet test, 147 were vaccinated with B.C.G. All those 
who were Pirquet tested have been as far as possible 
followed up, and an estimate made annually of the 
morbidity and deaths from tuberculosis developing in 
all groups, the response to the Pirquet test, and deaths 
from causes other than tuberculosis during 25 years of 
observation. Between 1927 and 1952, there were 9 cases 
of tuberculosis and 4 deaths in the Mantoux-positive 
group, and 2 cases of tuberculosis with one death in the 
Mantoux-negative group. No cases of tuberculosis were 
reported among those vaccinated. There were 41 deaths 
from other causes in the Mantoux-positive group and 
7 such deaths among the negative controls and 4 in the 
vaccinated group respectively. The lower proportion of 

M.—P 


deaths from causes other than tuberculosis in the vac- 
cinated groups was partly due to the fact that the average 
age in this group was lower. 

Of the early vaccinated patients, 96 were retested with 
the Pirquet test during the autumn of 1952 and in May, 
1953: of these, 29 had been revaccinated for various 
reasons. The intensity of the positive Pirquet reaction 
suggested that of the remainder, 13 had suffered a further 
infection with Mycobacterium tuberculosis. The great 
majority of those vaccinated with B.C.G. were found 
to be Pirquet positive. 

[The small number of vaccinated cases and the fact 
that the groups are not comparable detract from the 
significance of the findings. In connexion with the 
Pirquet testing, the author’s assertion that it is possible 
to differentiate the reactions due to B.C.G. from those 
due to a natural infection is open to question.] 

T. M. Pollock 


RESPIRATORY TUBERCULOSIS 


651. Combined Corticotrophin Therapy and Chemo- 
therapy in Pulmonary Tuberculosis. With Special Refer- 
ence to Hypersensitive Reactions 

L.E. HOUGHTON. Lancet [Lancet] 1, 595-598, March 20, 
1954. 1 fig., 21 refs. 


Although majority opinion is against using cortico- 
trophin in the management of tuberculous patients, the 
author appears to have had considerable success with 
this method of treatment. At Harefield Hospital, 
Middlesex, a total of 21 patients aged from 5 to 60 years, 
all but 5 of whom had exhibited sensitivity to strepto- 
mycin or intolerance to PAS, or both, were given cortico- 
trophin for about 7 weeks, beginning with 80 mg. daily 
and decreasing to 10 mg. daily. The latter, as a main- 
tenance dose, was usually sufficient to control hyper- 
sensitivity. Although all the patients were suffering 
from extensive, active disease, none of them deteriorated 
radiologically and most of them improved markedly. 
In some cases corticotrophin appeared to act as an 
adjuvant to streptomycin, and there was no relapse when 
the hormone was withdrawn. 

From a study of the case histories presented it is quite 
obvious that corticotrophin suppressed severe hyper- 
sensitivity reactions to streptomycin and PAS and that 
the hypersensitivity does not necessarily return on with- 
drawing the hormone, while it also appeared to control 
the gastrointestinal symptoms brought on by PAS. 
Although corticotrophin has been shown to impede the 
action of streptomycin in experimental tuberculosis in 
guinea-pigs, the author does not regard this tendency 
as necessarily applicable to man. It is conceivable, he 
suggests, that the drug, by preventing early fibroblastic 
proliferation, brings a higher concentration of strepto- 
mycin to bear on the invading bacilli. It is obviously 
better, if possible, to kill off these bacilli at an early stage 
than for them to be locked-up with the fibroblasts and 
thus be potentially capable of causing a flare-up of the 
lesion in later years. As many of these patients, most 
of whom have been followed up for 2 years, were dejected 
and were deteriorating clinically before starting the 
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corticotrophin treatment, the improvement, both physical 
and mental, seems to have been most gratifying. 

{This is one of the most important of the recent con- 
tributions to the treatment of pulmonary tuberculosis 
and should be read by all phthisiologists. ] 

Paul B. Woolley 


652. Progress Report on Therapeutic and Toxic Effects 
of Combinations of Isoniazid, Streptomycin, and para- 
Aminosalicylic Acid 

UNITED STATES PUBLIC HEALTH SERVICE COOPERATIVE 
INVESTIGATION OF ANTIMICROBIAL THERAPY OF TUBER- 
CULOsIS. American Review of Tuberculosis [Amer. Rev. 
Tuberc.| 69, 1-12, Jan., 1954. 2 figs. 


An interim report is presented on 335 patients with 
pulmonary tuberculosis who have completed 20 weeks’ 
treatment with one of the following regimes: (1) iso- 
niazid (3 mg. per kg. body weight)+ plus streptomycin; 
2) isoniazid (3 mg. per kg.)+ PAS; (3) isoniazid (10 mg. 
per kg.)+streptomycin; (4) isoniazid (10 mg. per kg.)+ 
PAS; or (5) isoniazid (10 mg. per kg.)+ streptomycin 
+PAS. The dose of streptomycin was | g. twice weekly 
and of PAS 10 to 12 g. daily. 

Of the 461 patients who were originally included in 
the experiment, 27° did not complete 20 weeks’ treat- 
ment owing either to self-discharge from hospital or drug 
intolerance. Patients taking PAS appeared more likely 
to discharge themselves than those taking the other 
drugs. More than 10% of those given the higher dosage 
of isoniazid had toxic symptoms, whereas only 1-1°% of 
those in Group | had any such trouble; the most serious 
complication was polyneuritis, but it recovered satisfac- 
torily on withdrawal of the drug. The patients’ progress, 
assessed with reference to the bacteriology of the sputum, 
temperature, body weight, and x-ray appearances, was 
about the same in all 5 groups at the end of 20 weeks, 
and it is concluded that since the higher dose of isoniazid 
does not increase its therapeutic effectiveness its use is 
not justified in view of the high incidence of toxic re- 
actions. 

It is pointed out that these results are preliminary and 
should be treated with caution. Paul B. Woolley 


653. Toxicity of Isonicotinic Acid Hydrazides in Pul- 
monary Tuberculosis. Toxicity of Isoniazid and Ipro- 
niazid Used Alone and in Combination with Streptomycin 
or p-Aminosalicylic Acid 

E. O. Coates, G. L. BRICKMAN, and G. M. MEADE. 
Archives of Internal Medicine {Arch. intern. Med.] 93, 
541-549, April, 1954. 11 refs. 


In this paper from the Trudeau Sanatorium, New York, 
the toxic effects of isoniazid, either alone or in combina- 
tion with PAS or streptomycin, in the treatment of 35 
cases of pulmonary tuberculosis are compared with those 
of iproniazid, either alone or in the same combination, 
in 42 similar cases. A standard dose of 4 mg. per kg. 
body weight of isoniazid or of iproniazid was given. 
The authors state that these 2 compounds appeared to 
stimulate the autonomic nervous system, causing such 
side-reactions as constipation, dysuria, and bradycardia. 


These were, however, minor disadvantages only. More 
severe reactions were psychosis, polyneuritis (including 
pellagra), haemoptysis, and muscular spasm, which 
occurred far more frequently with iproniazid than with 
isoniazid. Iproniazid was more toxic when given in 
combination than when given alone; in a few cases it 
induced hypotension. Encephalitis in one case and 
sudden death in another were probably due to iproniazid. 
When administration of this drug ceased withdrawal 
symptoms, such as nightmares and muscular twitchings, 
were Observed; it had to be withdrawn or the dosage 
reduced in 19 of the 42 cases, whereas isoniazid had to 
be withdrawn in only 3 of the 35 cases. The authors 
consider that the latter drug is reasonably safe, but that 
iproniazid is dangerous and too toxic for general use. 
They suggest that these drugs compete for nicotinic acid 
in the body metabolism. Paul B. Woolley 


654. A Controlled Study of Isoniazid and Iproniazid 
M. R. LICHTENSTEIN and E. MIZENBERG. Diseases of 
the Chest [Dis. Chest] 25, 573-579, May, 1954. 4 refs. 


655. Pulmonary Tuberculosis and Cancer of the Lung. 
(Lungentuberkulose und Lungenkrebs) 

G. BarzeL and H. KERN. Zeitschrift fiir Tuberkulose 
[Z. Tuberk.] 104, 1-15, 1954. 3 figs., 18 refs. 


In a series of 4,511 necropsies performed during the 
period 1947-52 the authors discovered 298 cases of cancer 
of the lung, 22 of which also showed florid tuberculosis. 
Whereas in 10 of these cases the history suggested that 
the carcinoma had developed first and had been followed 
by the tuberculosis, in 4 others the sequence had clearly 
been the reverse. In the remainder, identification of the 
primary disease was impossible. Franz Heimann 


656. Atelectasis as a Complication in Artificial Pneumo- 
thorax 

R. L. SADLER. British Medical Journal [Brit. med. J.] 
1, 359-364, Feb. 13, 1954. 35 refs. 


To determine whether an area of atelectasis occurring 
in an otherwise satisfactory pneumothorax is an indication 
for suspending this type of collapse therapy, 246 cases 
treated at the Cheshire Joint Sanatorium between 1935 
and 1945 were followed up for at least 5 years, an area 
of atelectasis being recorded if it persisted for more than 
3 months. 

The incidence of pleural effusion varied according to 
the amount of atelectasis but was probably related to the 
extent of the initial disease. In 156 of the cases it was 
possible to determine the incidence of contralateral spread 
and of reactivation of the disease. It was found that in 
the majority of cases of lobar and segmental atelectasis 
re-expansion occurred when the artificial pneumothorax 
was completed. Atelectasis of individual lobes or seg- 
ments did not predispose to contralateral spread or 
reactivation. There was no evidence that the prognosis 
was less favourable in cases of lobar or segmental 
atelectasis than in cases without atelectasis. The prog- 
nosis in cases of total atelectasis was poor. 

T. M. Pollock 
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657. Circulatory Status of Resected Tuberculous Pul- 
monary Lobes 

R. J. BARRETT, M. Masaki, and J. C. Day. Journal of 
Thoracic Surgery [J. thorac. Surg.] 27, 277-284, March, 
1954. 10 figs., 7 refs. 


EXTRA-RESPIRATORY TUBERCULOSIS 


658. Intestinal Tuberculosis: an Analysis of 346 Cases 
Diagnosed by Routine Intestinal Radiography on 5,529 
Admissions for Pulmonary Tuberculosis, 1924-49 

R. S. MITCHELL and L. J. BRIistoL. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 227, 241-249, 
March, 1954. 3 figs., 16 refs. 


From 1924 to 1949 all patients admitted to the Trudeau 
Sanatorium, New York, with pulmonary tuberculosis 
were examined radiologically for the presence of the 
intestinal form of the disease. The total number of 
patients admitted was 6,269, but in 740 cases the records 
were inadequate or otherwise unsuitable, so that the 
present report is based on the remaining 5,529. Although 
it was the policy at the time to exclude all seriously ill 
patients (including those with severe abdominal symp- 
toms), intestinal tuberculosis was diagnosed in 346 cases. 

On admission the commonest symptoms were a raised 
temperature (71°% of the patients), fatigue, nausea, 
vomiting, night sweats, and loss of weight. All the 
patients received modified rest in bed (20 to 21 hours a 
day in bed or reclining), with frequent ultraviolet irradia- 
tion of the lower half of the body. From 1930 they 
received also cod-liver oil and tomato juice daily. Some 
form of collapse therapy for the pulmonary disease was 
employed in 119 cases. The average duration of stay in 
hospital was 12-1 months. 

The incidence of intestinal tuberculosis varied directly 
with the extent of pulmonary involvement, and was 
highest in females aged 15 to 23 years. There was also 
a direct correlation between the extent of pulmonary 
involvement and the mortality rate from _ intestinal 
tuberculosis. The authors state that during the 25 years 
under review the incidence of the intestinal form of the 
disease fell markedly (from 10% to a little over 1%). 
They are unable to account for this, but note that in 
the same period there appeared to be “ less pulmonary 
tuberculosis per patient *’ than there was in earlier years, 
and they suggest that the “* incidence of intestinal tuber- 
culosis might be partially explained as a function of the 
* amount ° [presumably the extent and severity] of tuber- 
culosis in the lungs ”’. 

Patients were followed up after discharge by means 
of annual questionaries to the patients themselves and 
letters to doctors and hospitals. If a patient was not 
well enough to work 4 to 5 hours a day for 6 to 18 
months he was classified as ** sick *’ for one year; if he 
was unable to work for 19 to 30 months he was classified 
as “sick” for 2 years, and so on. One-fifth of the 
patients were lost to follow-up. 

For statistical reasons the results are given for a 
cumulative period of 20 years. By the end of that time 
the mortality was 40°%, while the percentage of patients 


who were well and able to work was 38. There was no 
evidence that special treatment materially influenced the 
ultimate course of the intestinal lesions, with the possible 
exception of ultraviolet irradiation and administration 
of vitamins C and D. In recent years the response of 
pulmonary tuberculosis to treatment with streptomycin, 
PAS, and isoniazid has been such that the authors doubt 
the practical value of the differential diagnosis of the 
intestinal form of the disease in these cases. [It may be 
doubted if the diagnosis was of much practical value 
even in the years under review. Nevertheless the paper 
provides an interesting survey of results in the period 
preceding the introduction of chemotherapy. ]} 
R. J. Matthews 


659. Bone and Joint Tuberculosis and Isoniazid, Alone 
or in Combination. (Tuberculose ostéo-articulaire et 
I.N.H. pur ou associé) 

—. SoORREL, —. SORREL, —. GERARD-MARCHANT, 
—. GALLAND, and —. GireT. Revue de la tuberculose 
[Rev. Tuberc. (Paris)] 18, 26-36, 1954. 


The effect of isoniazid, either alone or combined with 
streptomycin or PAS, on bone and joint tuberculosis 
has been studied by analysing the results achieved in a 
number of French sanatoria. The patients studied 
totalled 555, and in nearly half of them the disease was 
located in the spine; in 7°% of patients bony lesions were 
associated with visceral or pulmonary tuberculosis. 
Isoniazid was given alone in doses of 4 to 5 mg. per kg. 
body weight and produced an improvement, both 
generally and locally, in some 25% of cases. This 
improvement was increased to 33% by combination with 
streptomycin or PAS. 

These results are much inferior to those obtained with 
streptomycin alone in similar cases, and it is concluded 
that the value of isoniazid in this form of tuberculosis is 
strictly limited. [It is uncommon for medical treatment 
alone, whatever drugs are used, to produce a lasting 
improvement in these conditions. ] Peter Ring 


660. Chemotherapy in Skeletal Tuberculosis 
E. G. MAcCKeENnziE. Lancet [Lancet] 1, 652-654, March 
27, 1954. 7 figs., 8 refs? 


661. Tuberculous Meningitis. Treatment with Strepto- 
mycin, para-Aminosalicylic Acid and Promizole, Isoniazid 
and Streptomycin, and Isoniazid 

H. W. Spies, M. H. Lepper, N. H. Biatt, and H. F. 
DOWLING. American Review of Tuberculosis [Amer. Rev. 
Tuberc.] 69, 192-204, Feb., 1954. 16 refs. 


The results of different combinations of chemothera- 
peutic agents in the treatment of 87 cases of tuberculous 
meningitis are reported from the Municipal Contagious 
Disease Hospital, Chicago. All the patients had the 
same type of nursing and general care; other variables, 
such as age, race, and degree of neurological involvement 
on admission, were fairly equally distributed among the 
different groups of patients and so did not affect the 
comparability of the results. 

Of the total number, 13 patients were treated with 
isoniazid and streptomycin and 13 with isoniazid alone. 
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The other 61 patients were treated before the advent of 
isoniazid and are subdivided into 4 groups according to 
the method of treatment. (1) Of 4 patients treated with 
streptomycin alone, one was still alive 6 months after 
starting treatment. (2) Of 19 patients given strepto- 
mycin and the sulphone promizole, only one survived 
for 6 months. (3) A further 17 patients received the 
same two drugs, but in these cases streptomycin was 
injected intrathecally daily for at least 45 days; of these, 
5 were alive at the end of 6 months, although 2 died 
subsequently. (4) In the remaining 21 cases, strepto- 
mycin was given intrathecally together with PAS by 
mouth; of these patients, 4 were alive after 6 months. 
In the last two groups the daily intrathecal administration 
of streptomycin significantly affected the results. 

Of the two groups of 13 patients treated with isoniazid 
and streptomycin or isoniazid alone, 7 in each group 
survived for at least 6 months, a remission rate of 53-8°%. 
It appears that the penetration of isoniazid into the 
cerebrospinal fluid is sufficient to give control of the 
disease without the added intrathecal administration of 
streptomycin. In the patients given isoniazid the tem- 
perature, leucocyte count, and condition of the cerebro- 
spinal fluid tended to return to normal more quickly 
than in those responding to other treatment, and residual 
neurological effects were less numerous. 

E. H. Johnson 


662. The Treatment of Tuberculous Meningitis. 
(Traitement de la méningite tuberculeuse) 

C. Coccui. Rivista di clinica pediatrica [Riv. Clin. 
pediat.| 52, 319-367, Nov., 1953 (received April, 1954). 
13 figs., 44 refs. 


The author and his associates at the Children’s Unit 
of the University of Florence have had vast experience 
in the treatment of tuberculous meningitis, having treated 
950 cases since 1947. In this long article he reviews this 
experience in a broad survey, many of the details having 
already been published in over 100 articles by members 
of his staff. Special attention is paid to their latest 
experience with isoniazid, the author rejecting the sug- 
gestion that isoniazid, alone and without intrathecal 
streptomycin, is sufficient. 

His therapeutic regimen is based on three main prin- 
ciples: the use of small doses of streptomycin, the 
choice of the optimum site for the local application of 
streptomycin (by the lumbar, cisternal, ventricular, or 
subdural route), and the combination of several drugs 
to delay the emergence of resistant organisms. The 
scheme of treatment now in use is as follows. (a) Intra- 
muscular streptomycin for a prolonged period, until 
clinical recovery is complete and until the cerebrospinal 
fluid (C.S.F.) has become normal, in doses of 30 mg. 
per kg. body weight daily for infants, 20 mg. per kg. 
for children up to 3 years, and 10 mg. per kg. for children 
over 3 years. (5) Intrathecal streptomycin and isoniazid 


daily by the lumbar and frequently also by the cisternal 
route, even if there is no spinal block, with ventricular 
injections given via indwelling polythene catheter if 
necessary, continuing until the C.S.F. protein level 
The dose of both drugs is the same, 


approaches normal. 


the maximum being 20 mg. for infants and 50 mg. for 
children over 3 years. These doses are halved for 
cisternal or ventricular injections. (c) Oral or intra- 
venous isoniazid is given in doses of 5 to 8 mg. per kg. 
daily. [No details are given about the use of PAS or of 
sulphones.] 

Of 223 patients treated in 1947 and 1948, 73 (32%) 
recovered; of 262 treated in 1949, 1950, and 1951, 
195 (74%) survived; while of 121 patients treated in 
1952, 114 (94%) are alive. These figures do not include 
patients who died soon after the beginning of treatment, 
nor those whose treatment was started in other hospitals 
and was considered to be inadequate. When these are 
also counted, a total of 190 cases were admitted during 
1952, among which the mortality was 15%. [The obser- 
vation period for patients treated with isoniazid is not 
stated, but must have been less than a year in many.] 

Craniotomy, the need for which has been less since 
the introduction of isoniazid, is considered still to be of 
great importance, although it sometimes gives rise to 
superadded pyogenic infections which are often fatal. 
The intravenous administration of streptomycin and 
isoniazid by the continuous-drip method is considered 
to be an advance in treatment. 

The cisternal C.S.F. remained abnormal for an 
average of 7:19 months in 67 patients successfully treated 
in 1951, and for an average of 4-19 months in 91 treated 
with isoniazid and streptomycin in 1952-3. 

{In this survey the author frequently expresses his 
strong conviction that certain very complicated and most 
rigorous lines of treatment are absolutely essential with- 
out, however, producing any evidence that they are really 
necessary or beneficial. Results similar to his have 
been achieved with much less painful and complicated 
techniques. With a vast amount of material and excel- 
lent facilities available, he and his school have contri- 
buted a great deal to our knowledge of the treatment of 
tuberculous meningitis, but had he used modern tech- 
niques in the conduct of adequately controlled thera- 
peutic trials to test the validity of his theories his contri- 
bution might have been much greater.] J. Lorber 


663. Treatment of Tuberculous Meningitis 

W. W. Wapbbe.t, A. P. Booker, W. C. GREGORY, and 
O. B. Bossitt. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 87, 273-286, March, 1954. 5 figs., 
19 refs. 


' The results obtained with two different regimens in the 
treatment of tuberculous meningitis are described in this 
paper from the University of Virginia. Between May, 
1947, and February, 1952, 19 children suffering from 
tuberculous meningitis received streptomycin by intra- 
muscular and intrathecal injection, with PAS and/or 
4:2’-diaminodiphenyl-5’-thiazolylsulphone (promizole) 
by mouth. Of these 19 children, 8 survived, 4 being in 
good condition, 3 being mentally defective, and one 
having neurological symptoms. None of the children 
who died after 6 months’ treatment received PAS. 

Since May, 1952, 6 patients have received streptomycin 
by intramuscular injection and PAS and isoniazid by 
mouth; no intrathecal injections were given. Four of 
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this small group were alive and in good condition 9 to 
12 months after the start of treatment, although one of 
them was still being treated; 2 patients died. Deter- 
mination of the serum and cerebrospinal-fluid (C.S.F.) 
levels of isoniazid showed a peak in the serum level 3 
to 4 hours after the drug was given and in the C.S.F. 
4 to 6 hours afterwards; the level was higher in the serum 
than in the C.S.F. [A noteworthy feature of this series 
is that most of the patients completed their treatment at 
home. ] J. Lorber 


664. The Results of Treatment of 549 Cases of Tuber- 
culous Meningitis 

J. LORBER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.} 69, 13-25, Jan., 1954. 2 figs., 13 refs. 


An analysis is presented of the combined results 
obtained between 1947 and 1950 in 5 large centres in 
England in the treatment of tuberculous meningitis with 
streptomycin. The series totalled 549 consecutive, un- 
selected cases, and the diagnosis was confirmed bacterio- 
logically in 513 of them. At all the centres the main 
treatment was with intramuscular and intrathecal strepto- 
mycin for 4 months or longer; only a few patients 
received PAS or other drugs. The 2-year survival rate 
for the whole series was 46-1°%%, whereas for those treated 
in 1947 it was only 31-6%, showing that the results have 
gradually improved. In those cases in which treatment 
was started early the survival rate was 72-9°%%, compared 
with 22-6% among cases in an advanced stage on admis- 
sion. There was little difference in prognosis between 
the various age groups over 3 years, but among children 
under 3 years the mortality was higher; this was probably 
due to the greater difficulty of diagnosis at this age. 

Of the 247 survivors, all of whom were observed 
for a minimum of 24 years, 36°% suffered from complica- 
tions, the incidence of which was again related to the 
stage of the disease at which treatment was begun. 
In 10-5% of the survivors there were grave complications 
such as visual defects, occasional fits, and slight mental 
aberrations. At least 14:7°% had some degree of deaf- 
ness, and the evidence was strongly in favour of this 
being due to streptomycin. 

Preliminary examination of the results of treatment at 
three of the same centres during 1951 shows that there 
has been considerable improvement, except in advanced 
cases, with the introduction of PAS and _ intrathecal 
tuberculin as adjuvants to streptomycin. Isoniazid was 
not then available. Paul B. Woolley 


665. The Treatment of Tuberculous Meningitis. A 
Study of Forty-Six Adult Patients 

M. J. Fitzpatrick. American Review of Tuberculosis 
[Amer. Rey. Tuberc.] 69, 370-382, March, 1954. 17 refs. 


Between 1948 and 1953 at Fitzsimons Army Hospital, 
Denver, Colorado, 46 consecutive adult patients suffering 
from tuberculous meningitis received various chemo- 
therapeutic drugs parenterally or by mouth. Ten of 
these patients had been treated elsewhere with strepto- 
mycin by intramuscular and intrathecal injection, but 
after admission to Fitzsimons Army Hospital intrathecal 
administration was discontinued; 5 of these 10 survived. 


During the period under review four treatment schedules 
were used, reflecting the introduction of new drugs. Of 
the 36 patients who had not previously been treated, 22 
survived, but some of these had been under observa-. 
tion for only 4 months and the cerebrospinal fluid 
(C.S.F.) was still abnormal in 5. Large doses of iso- 
niazid combined with streptomycin parenterally and PAS 
by mouth were given to 11 of these 36 and only one died, 
a woman of 18 who was in coma on admission; in 6 
of the remaining 10 in this group the C.S.F. became 
normal, the average time taken for this being 6-1 months, 
or about half the time found to be necessary with other 
treatment regimens. Active urogenital tuberculosis was 
present in 8 of the 46 patients and only 2 of these 
survived. 

The author states that in 11 cases in the series clinically 
recognizable meningitis developed while the patient was 
receiving streptomycin intermittently and PAS daily for 
extrameningeal tuberculosis, and that 6 of these re- 
covered although no intrathecal injections were given. 

The diagnosis was established by isolation of tubercle 
bacilli from the C.S.F. in 20 of the 46 cases. 

J. Lorber 


666. Electrophoresis of the Cerebrospinal Fluid and its 
Clinical Significance as Exemplified in Tuberculous Menin- 
gitis. (Die Liquorelektrophorese und ihre klinische 
Bedeutung, dargestellt am Beispiel der tuberkulésen 
Meningitis) 

E. WESSELMANN and H. Ewerpeck. Monatsschrift fiir 
Kinderheilkunde |Mschr. Kinderheilk.| 102, 188-191, 
March, 1954. 2 figs., 20 refs. 


At the University Children’s Clinic, Cologne, the 
authors investigated the protein content of the cerebro- 
spinal fluid (C.S.F.) of 19 patients with tuberculous 
meningitis during treatment, using microelectrophoresis 
on paper for the estimation of the various fractions. 
Details of the technique are given. Some 150 estimations 
were made. The relative proportions of the protein 
fractions in 12 specimens of normal C.S.F. were essen- 
tially the same as in normal serum. In the early stages 
of meningitis the chief abnormalities were a relative 
decrease in the albumin fraction and an increase in the 
a- and §-globulin fractions, but such changes were not 
constantly present and completely normal values were 
also found. There was no direct correlation between the 
electrophoretic patterns of the proteins in the serum and 
the C.S.F. In favourable cases the abnormal electro- 
phoretic pattern in the C.S.F. tended to return to normal 
while the colloidal reaction (Pandy’s test) was still patho- 
logical, but again the findings were not constant, and 
one case in which the electrophoretic pattern returned 
to normal subsequently proved fatal. The authors there- 
fore conclude that electrophoresis of the C.S.F. is of 
doubtful clinical value and that Pandy’s test is more 


reliable. J. Lorber 
667. Subdural Collection of Fluid in Tuberculous 
Meningitis 
L. TURNER. 


Lancet {Lance?)} 1, 849-852, April 24, 1954. 
22 refs. 
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668. Attempts to Passage the ‘* Virus ’’ of Non-specific 
Urethritis 

R. R. Wittcox, E. M. Howarp, and G. M. FINDLAyY. 
British Journal of Venereal Diseases [Brit. J. vener. Dis.} 
30, 31-35, March, 1954. 1 fig., 1 ref. 


As part of an investigation to determine whether there 
is any evidence to support the hypothesis that non- 
specific urethritis is due to an infection by a virus, a 
number of attempts were made to infect animals, the 
material used being urethral scrapings from patients with 
the disease, contacts, patients with other diseases, and 
healthy individuals. No evidence of transmission of the 
virus was found in theconjunctiva, knee-joint, or urethra of 
the baboon, in the guinea-pig after intramuscular injection 
in the groin, in the mouse following intranasal instillation, 
or in the 8-day-old chick embryo after yolk-sac and 
chorio-allantoic inoculation. J. E. M. Whitehead 


669. Nongonococcal Urethritis Treated with Aureomycin 
T. JENSEN. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.] 38, 125-135, March, 
1954. 3 figs., 22 refs. 


At the Municipal Venereal Diseases Clinic, Copen- 
hagen, 68 untreated cases of non-specific urethritis were 
given weekly injections of 1 ml. of physiological saline 
(these acting as a control group), while 62 others were 
treated with aureomycin in the usual dosage of 1 to 2 g. 
daily for 3 or 4 days. Spontaneous recovery was noted 
in only 22% of the control group, whereas 66°, of those 
receiving aureomycin were cured. An asymptomatic 
prostatitis was noted in 63°% of cases. 

An examination for pleuropneumonia-like organisms, 
made in 84 cases, showed these to be present in 18 
(21-7%). The presence of these organisms did not seem 
to be associated with a particular clinical course. These 
organisms were recovered from 12 (21:8%) of 55 
aureomycin-treated patients and the condition in 11 
of these 12 cases responded to treatment. Of the 43 
aureomycin-treated cases in-which such organisms were 
not found, a cure was obtained in only 28. The neces- 
sity for treating the sexual partners of patients with non- 
specific urethritis is emphasized. R. R. Willcox 


670. The Recovery of Pleuropneumonia-like Organisms 
from Negro Men with and without Nongonococcal 
Urethritis 

M.C. SHEPARD. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 38, 113-124, 
March, 1954. 8 figs., 21 refs. 


This investigation was carried out under the auspices 
of the U.S. Public Health Service at Duke University, 
Durham, North Carolina. By means of culture of 
urethral smears on Dienes’s modification of Kliene- 
berger’s medium, pleuropneumonia-like organisms were 
recovered from 20 (53%) of 38 negro patients with non- 
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specific urethritis, and in a larger group of 215 negro men 
attending venereal diseases clinics such organisms were 
found in 121 (56%). There was no relationship between 
the type of venereal disease and the incidence of the 
organisms. It is considered that men with venereal 
disease may be expected to harbour these organisms in the 
genito-urinary tract—not because they have venereal 
disease, but as a result of their sex-behaviour pattern. 

In a group of 55 white medical students pleuropneu- 
monia-like organisms were found in only one case (2%), 
while they were recovered from 19 (33°) of 57 apparently 
normal negro college students. No fundamental mor- 
phological differences could be detected between the 
organisms recovered from patients with non-specific 
urethritis and those from urethritis-free individuals such 
as would allow the recognition of possible pathogenic 
strains of these organisms. 

[The results of this study support the modern view that 
although pleuropneumonia-like organisms may be 
genitally transmitted, they are not the usual cause of 
non-specific urethritis. R. R. Willcox 


671. Complications of Gonorrhoea in the Antibiotic Era. 
(Uber gonorrhoische Komplikationen beim Manne in 
der antibiotischen Ara) 

W. H6rer. Dermatologische Wochenschrift (Derm. 
Wschr.] 129, 297-300, 1954. 13 refs. 


The author reviews the incidence of complications in 
2,000 cases of gonorrhoea in men treated with penicillin 
at the Municipal Clinic, Zwickau, Germany, during the 
years 1948-52. The results are compared with 500 cases 
treated with sulphonamides at the same clinic during the 
period 1946-8 and with results quoted in standard text- 
books in the 1930s. ; 

Clinically, of those treated with penicillin, 38% were 
cases of anterior urethritis and 62°, of both anterior and 
posterior urethritis, compared with 24 and 72% respec- 
tively in the sulphonamide era. Among the complica- 
tions of anterior urethritis, para-urethral infiltration 
occurred in 0-41% of penicillin-treated cases as against 
1-13°% in the earlier series; the para-urethral glands were 
found infected in 0-56°% and there were 4 cases of acute 
inflammation of Cowper’s glands. Chronic prostatitis 
occurred in up to 96% of topically treated cases in earlier 
days, but this figure fell to 50% in the author’s sulphona- 
mide-treated cases and to 30% in the penicillin era. 
Epididymitis was seen in 5-8% of the penicillin- and 6°6% 
of the sulphonamide-treated cases, these figures being 
compared with an incidence of between 6 and 58% in 
earlier reports. Vasitis occurred in 33% and vesiculitis 
in 20% of the cases of epididymitis treated with penicillin. 
No cases of stricture were encountered. 

The author concludes that certain complications of 
gonorrhoea, even when treated with penicillin, are still of 
importance. That they are less frequent than previously 
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is due mainly to the shortening of the course of the disease 
which can be achieved by administration of penicillin and 
which results in most cases being cured before the com- 
plications can manifest themselves. Complications, 
when they do occur, usually respond to higher doses of 
penicillin. Benjamin Schwartz 


672. Magnamycin in the Treatment of Granuloma 
Inguinale ‘ 

H. M. RosINson and M. M. CoHen. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 22, 263-264, April, 
1954. 3 refs. 


Six patients with granuloma inguinale were treated 
with magnamycin using enteric coated tablets. No 
relapses have been noted. All 6 patients obtained a 
satisfactory result with complete healing of the lesions 
and no relapses have been noted in a follow-up period 
from one to three months. Magnamycin is of definite 
value in the treatment of granuloma inguinale. No 
adverse reactions were encountered. The optimum dose 
has not as yet been established.—[Authors’ summary. ] 


673. Comparative Sensitivity of Treponemes of Syphilis, 
Yaws, and Bejel to Penicillin in vitro, with Observations 
on Factors Affecting its Treponemicidal Action 

E. E. Nett. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases {Amer. J. Syph.] 38, 92-106, 
March, 1954. 4 figs., 29 refs. 


At the International Treponematosis Laboratory 
Center, Baltimore, 7 strains of Treponema pallidum, 2 
strains of T. pertenue, and 3 strains of bejel treponemes 
were exposed to varying concentrations of penicillin at 
35° C. for 18 hours and the effect on motility observed 
as an indication of antitreponemal efficacy. No dif- 
ference in susceptibility to penicillin was found between 
the strains tested. A five- to sixfold variation in the 
number of organisms in the inoculum did not influence 
the results, but the activity of penicillin increased with 
rising temperature between 25° and 35°C. With a con- 
centration of penicillin of 0-001 ug. per ml. or less no 
effect on the motility of the organisms was observed. 
Above this concentration the rate of immobilization of 
the treponemes increased directly with the penicillin 
concentration up to a maximum of 0-1 yg. per ml., 
beyond which little further increase occurred. The 
further study of many strains is desirable to determine 
whether penicillin resistance, natural or acquired, occurs 
in treponemes. G. W. Csonka 


674. The Comparative Effect of Various Antibiotics in 
Experimental Syphilis 

T. B. TURNER and K. SCHAEFFER. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 38, 81-91, March, 1954. 49 refs. 


At the International Treponematosis Laboratory 
Center, Baltimore, the antitreponemal effects of aureo- 
mycin, terramycin (oxytetracycline), chloramphenicol, 
Streptomycin, erythromycin, and *“* magnamycin ”’ (carbo- 
mycin) were compared in rabbits infected with the 
Nichols strain of Treponema pallidum. Penicillin was 
used as a standard of reference. All drugs were given 
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by the intramuscular or intravenous route. All the anti- 
biotics exhibited antitreponemal activity, but of a con- 
siderably lower order than that of penicillin. Although 
103 animals were used, the number of experiments with 
any one antibiotic was too small to allow anything more 
than a rough comparison of treponemicidal properties 
to be made. Within these limitations the order of 
effectiveness was found to be as follows: (1) penicillin; 
(2) carbomycin and erythromycin; (3) oxytetracycline 
and aureomycin; (4) chloramphenicol and streptomycin. 
It is suggested that as carbomycin and possibly erythro- 
mycin appear to be the most likely substitutes for 
penicillin against syphilis, they should receive clinical 
trial. But it is clear that no other antibiotic at present 
available is in the same class as penicillin. 

[This study also shows that the widespread use of 
these antibiotics for other conditions may, by their effect 
on T. pallidum, increase the difficulties of diagnosis and 
management in originally missed cases of syphilis.] 

G. W. Csonka 


675. Treatment of Early Infectious Syphilis with 
N:N’-Dibenzylethylenediamine Dipenicillin G 

C. A. Smit, J. F. O’BRiEN, W. G. Simpson, F. W. HARB, 
and J. K. SHAFER. American Journal of Syphilis, Gonor- 
rhea and Venereal Diseases {Amer. J. Syph.] 38, 136-142, 
March, 1954. 2 figs., 4 refs. 


At three different venereal disease clinics in the U.S.A. 
127 patients, 20 with seronegative primary syphilis, 25 
with seropositive primary syphilis, and 82 with secondary 
syphilis, were treated with a single injection of 2-5 mega 
units of “ bicillin’’ (N:N’-dibenzylethylenediamine di- 
penicillin G). Of these, 86 have been observed for at 
least 6 months and 50 for more than one year. 

All 20 of those originally seronegative were still sero- 
negative at the last examination. At the end of 6 months 
81°% of those with seropositive primary syphilis and 65% 
of the secondary cases were seronegative, and at one year 
the seronegativity curves were similar to those of other 
successfully treated series. The cumulative re-treatment 
rate at 12 to 15 months was assessed at 4-9°%, which 
compared with 11% in patients given a single injection 
of 2-4 mega units of procaine penicillin with aluminium 
monostearate. The method was shown to be successful 
in preventing infection of the infant in the treatment of 
8 pregnant syphilitic women. 

In a series of 700 patients given a single injection of 
2-4 mega units of bicillin the patient frequently com- 
plained of some slight pain and tenderness at the injection 
site appearing 8 to 12 hours after injection and continuing 
for 2 or 3 days, but no objective symptoms or local 
reactions were noted. Four of the patients developed 
dermatitis medicamentosa with severe pruritus, and 2 
suffered marked anaphylactoid reactions. The incidence 
of significant reactions is assessed at about 1%. 

R. R. Willcox 


676. Third-generation Syphilis and Bilateral Interstitial 
Keratitis Occurring in all the Surviving Members of Two 
Generations 

F. S. BonuGut. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 30, 24-27, March, 1954. 2 figs. 
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677. Anaemia in Kwashiorkor 
E. B. Apams. British Medical Journal (Brit. med. J.] 
1, 537-541, March 6, 1954. 4 figs., 26 refs. 


The haematological findings in 21 cases of kwashiorkor 
seen at King Edward VIII Hospital, Durban, are de- 
scribed, the diagnosis in all the cases being based on the 
presence of pitting oedema, dermatosis, and a lowered 
plasma protein level. In 14 cases the haemoglobin level 
was below 9 g. per 100 ml., while in 6 it was below 7 g. 
per 100 ml. Hypochromia, of mild degree, was noted 
in only one patient. The bone marrow in 13 cases was 
normoblastic, with a normal myeloid series; in 2 cases 
megaloblasts as well as giant metamyelocytes were 
present; in the remaining 6 the erythrocyte precursors 
were mainly normoblastic, though a few “* intermediate ”’ 
cells’ were seen, a few giant metamyelocytes and macro- 
polycytes also being present. The anaemia was normo- 
cytic or mildly macrocytic, but cell size could not be 
correlated with the marrow picture. Treatment with 
soured milk (maas) and in some cases added hydrolysed 
protein (** casydrol **) generally resulted in marked clinical 
improvement. The normoblastic anaemia improved 
after a transient fall in the blood count, due probably 
to a rise in plasma protein concentration and consequent 
haemodilution. One patient with “* intermediate ”’ nor- 
moblasts in the bone marrow responded satisfactorily to 
administration of vitamin B;2, and another to crude liver 
extract. It was not possible to observe the effect of 
treatment on the frankly megaloblastic cases. The pos- 
sible relationship of the anaemia of kwashiorkor to 
protein deficiency, liver disease, and nutritional megalo- 
blastic anaemia is discussed. J. L. Markson 


678. Intravascular Haemolysis in Cholera. The Effect 
of Oxytetracycline 

S. N. De, K. P. SENGupTA, and N. N. CHANDA. Lancet 
[Lancet] 1, 807-809, April 17, 1954. 1 fig., 15 refs. 


The finding of haemoglobinuria in a case of cholera 
led the authors, at Nilratan Sircar Medical College, 
Calcutta, to investigate the possibility-that intravascular 
haemolysis is a feature of this disease. A series of 
37 patients admitted with signs of shock associated with 
purging and vomiting were grouped as follows: (1) 23 
patients with proved cholera who were given hyper- 
tonic and isotonic saline intravenously; (2) 7 patients 
with cholera who received oxytetracycline by mouth in 
a dosage of 1,000 mg. on admission, 500 mg. 2 hours 
later, and then 500 mg. every 4 hours to a total of 5-0 g.; 
and (3) 7 patients who, although not suffering from 
cholera, received the standard treatment with hypertonic 
and isotonic saline intravenously. 

Samples of blood (5 to 10 ml.) were collected soon 
after admission; 2 ml. of this was heparinized, the 
remainder being allowed to clot. The serum bilirubin 
level was estimated at one minute and at 30 minutes. 


~ 


Haemoglobin level (Sahli), erythrocyte count, and 
packed cell volume were determined in the heparin 
sample, the supernatant from which, after centrifugation, 
was examined for haemoglobin by the acid-haematin 
method. Erythrocytes were washed in saline and the 
osmotic fragility and effect of mechanical shaking were 
noted. Further samples of blood were collected on the 
2nd, 4th, and 8th days, when all the tests were repeated. 
A sample of urine passed “ after the period of anuria ” 
was centrifuged and examined for methaemoglobin. 

Over the 4 days of the investigation the mean serum 
bilirubin level was slightly higher in the patients in 
Groups | and 2 than in those in Group 3. The level 
for Group 1 was highest on the 2nd day; the level for 
Group 3 was low throughout. In 3 in Group 1 the 
plasma haemoglobin levels were 180, 180, and 138 mg. 
per 100 ml. respectively on the 2nd day; in one patient 
the concentration was 96 mg. per 100 ml. on the 4th day. 
Haemoglobinuria was present in 2 cases. In none of 
the cases of cholera was there evidence of abnormal sus- 
ceptibility of erythrocytes to mechanical or osmotic 
trauma. 

The authors attribute the rise in the bilirubin level to 
haemolysis rather than to liver damage. Haemo- 
concentration did not appear to be responsible for the 
haemolysis, which was not evident in the patients with- 
out cholera. The absence of the peak rise in the serum 
bilirubin level on the 2nd day in the patients receiving 
oxytetracycline is attributed to the antibiotic. 

B. G. Maegraith 


679. Isoniazid in Lepromatous Leprosy 

W. H. JopiinGc and D. S. Riptey. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
roy. Soc. trop. Med. Hyg.) 48, 132-138, March, 1954. 
9 refs. 


The authors state that experience at the Hospital for 
Tropical Diseases, London, with the sulphones in the 
treatment of leprosy “* has shown them to be slow and 
unreliable in their action’’ and that “the need for an 
effective specific drug is urgent ”’. 

In view of favourable reports of the action of isoniazid 
on rat leprosy, a trial of this drug in 8 cases of lepro- 
matous leprosy in man was undertaken. [No details 
are given of the degree of severity of lesions.] Five of 
the patients were of Asian blood, and half were men 
and half women. All but one had previously received 
sulphone treatment for periods varying from 2 months 
to 34, years. The dose of isoniazid was initially 1 to 2 mg. 
per kg. body weight daily, and was increased up to 3, 5, 
or 7 mg. per kg. according to tolerance, administration 
continuing for 6 months. A thorough clinical assess- 
ment once a week was supplemented by regular deter- 
minations of the bacterial index, histological appearances, 
erythrocyte sedimentation rate, plasma protein level, 
and serological reactions. Toxic reactions were prac- 
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tically limited to erythema nodosum leprosum, and no 
anaemia or agranulocytosis was noted. 

There was no definite clinical evidence of either 
improvement or deterioration during the trial. There 
was a fall in erythrocyte sedimentation rate in all cases, 
but slight (not statistically significant) initial bacterio- 
logical improvement was followed by relapse in half the 
cases. It was therefore concluded that isoniazid as used 
in this trial was not an effective treatment for lepro- 
matous leprosy. Clement Chesterman 


680. A Comparison of the Practical Value of the Agglu- 
tination, Direct Conglutination, and Polyosidic and Protein 
Haemagglutination Reactions in the Diagnosis of Plague. 
(Valeur pratique comparée des réactions d’agglutination, 
de conglutination directe, dhémagglutination polyo- 
sidique et protéinique pour le diagnostic de la peste) 

R. NEeL, H. TASLIMiI, and M. EFTEKHARI. Revue d’immu- 
nologie et de thérapie antimicrobienne [Rev. Immunol. 
(Paris)| 18, 87-106, 1954. Bibliography. 


681. Antibiotic Synergism in Amebiasis 

H. H. ANDERSON, T. L. NELSON, A. K. HRENOFF, and 
C. H. FisH. American Journal of Tropical Medicine and 
Hygiene [Amer. J. trop. Med. Hyg.] 3, 254-261, March, 
1954. 16 refs. 


Many reports of effective treatment of amoebiasis with 
antibiotics do not appear to have been subsequently 
confirmed, and the reasons for this are discussed. 
Effective antibiotics may act either directly on the 
amoebae (as fumagillin) or indirectly by attacking the 
associated bacteria (as erythromycin). The activity 
against Entamoeba histolytica and bacteria in vitro and 
against amoebiasis in macaque monkeys of the following 
drugs and combinations of drugs was studied at the 
University of California: (a) fumagillin; (5) erythro- 
mycin; (c) fumagillin plus erythromycin; (d) neomycin; 
(e) fumagillin plus neomycin. 

Erythromycin alone was completely ineffective in vivo, 
but synergism between erythromycin and fumagillin was 
noted in vitro and possibly also in vivo. Neomycin alone 
was effective in vivo in 5 out of 8 cases at a dosage of 
200 mg. per kg. body weight: in combination with 
fumagillin it proved very effective, but the required 
dosage led to definite loss of weight in 3 out of 5 animals. 

The clinical efficacy of fumagillin, erythromycin, and 
the two together was assessed in trials on 38 children 
with amoebiasis (mean age 8-8.years; mean weight 22 kg.) 
in an institution for the mentally retarded. During and 
after treatment the patients were isolated to guard against 
possible reinfection and followed up for 3 months. 
Altogether, 52 separate episodes of infection with E. histo- 
lvtica were treated, the diagnosis in all cases being con- 
firmed by examination of stained preparations. After 
treatment with fumagillin alone (up to 40 mg. daily) for 
14 days, 6 out of 14 cases relapsed; after erythromycin 
alone (300 mg. daily) for 14 days, 2 out of 17 relapsed; 
and after erythromycin (100 to 400 mg. daily) plus 
fumagillin (10 to 40 mg. daily) for 14 days, 5 out of 21 
relapsed. No toxic effects were noted. All but one of 
the 13 relapsed cases were cured by a further course of 


one or both of these antibiotics. In contrast to the 
findings in monkeys and in vitro, erythromycin and 
fumagillin were not significantly more active when given 
together than when given alone in human cases. 

W. H. Horner Andrews 


682. Arsthinol (Balarsen). A New Trivalent Arsenical 
for the Treatment of Intestinal Amebiasis and Other 
Intestinal Protozoa 

H. Most, F. VAN ASSENDELFT, J. MILLER, M. B. MIL- 
BERG, and E. B. ROSSMAN. American Journal of Tropical 
Medicine and Hygiene (Amer. J. trop. Med. Hyg.]3, 262- 
265, March, 1954. 3 refs. 


A new amebicidal drug, arsthinol [N-2-acetylamino-4- 
methylol cyclo-(ethylenedimercaptoarseno)-phenol], has 
been given to 167 patients with mild or asymptomatic 
amebiasis, and apparent definitive elimination of 
E. hystolytica from the stools occurred in 88° of the 
patients treated for 5 days with daily doses ranging from 
3 to 22 mg. per kg. Helminths are not affected by treat- 
ment with arsthinol but associated infections with E. coli, 
Trichomonas hominis, Giardia lamblia and Balantidium 
coli were eliminated from a significant per cent of patients 
harboring these protozoa. 

Toxic manifestations related to the skin, gastro- 
intestinal tract or central nervous system were noted in 
12% of the patients treated with arsthinol, but 80°% of 
the reactions occurred with doses above 10 mg. per kg. 
per.day and half with doses of more than 15 mg.. per kg. 
per day. 

Balarsen is a useful amebicidal agent for the treatment 
of mild or asymptomatic intestinal amebiasis and for 
certain other intestinal protozoa in safe dosages, but 
further experience is needed to ascertain whether the 
good results herein reported will be applicable to more 
severe or acute amebic dysentery.—[Authors’ summary] 


683. Clinical Trials of Azacrin in East Africa 

J. O. W. ANG’AWA and N. R. E. FeNDALL. Journal of 
Tropical Medicine and Hygiene |J. trop. Med. Hyg.\ 57, 
59-65, March, 1954. 7 refs. 


** Azacrin (2-methoxy-6-chloro-9-(5’-diethylamino-2’- 
pentyl)-amino-1-aza-acridine dihydrochloride) was com- 
pared with chloroquine sulphate (** nivaquine *’) and with 
mepacrine in the treatment of acute clinical malaria 
among the indigenous population of the North Nyanza 
District of Kenya. A total of 201 cases (150 in children 
and 51 in adults) was divided as evenly as possible into 
three groups, care being taken to secure a reasonable 
balance of tribes in each. Azacrin proved to be as 
effective as the other two drugs against infection with 
Plasmodium falciparum, the clearance time being 1-68 
days in children and 1-2 days in adults, as against 1:75 
and 1-4 days with chloroquine and 1-76 and 1-4 days 
with mepacrine. The dosage schedule for the three 
drugs was as follows: azacrin in tablets of 0-1 g., 4 
tablets being given on the first day, 2 on the second, and 
2 on the third; chloroquine in 0-15-g. tablets, 4 being 
given on the first and second days, 2 on the third day, 
and 2 on the fourth; mepacrine hydrochloride in 0-1-g. 
tablets to a total of 0-9 g. on the first day, 0-6 g. on the 
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second, and 0-3 g. on each of the following 5 days. The 
dosages were reduced for children under 10 years of age. 
In all groups gametocytes disappeared within 5 days: 
no morphological changes were observed during this 
time. Over a 3-month period no relapse or reinfection 
was noted among the patients receiving azacrin; one of 
the patients given chloroquine and 10 of those given 
mepacrine relapsed. No toxic effects were observed in 
the azacrin group except among children suffering from 
gastroenteritis, who more easily tolerated chloroquine 
and mepacrine. I. M. Rollo 


684. Observations on Monthly Pyrimethamine (‘‘ Dara- 
prim ’’) Prophylaxis in an East African Village 

D. F. Crype. East African Medical Journal [E. Afr. 
med. J.) 31, 41-46, Feb., 1954. 5 figs., 1 ref. 


In an attempt to find an inexpensive prophylactic 
against Plasmodium falciparum malaria in a_hyper- 
endemic rural community in Tanganyika, 100 mg. of 
pyrimethamine was given to all adult residents once a 
month for 6 months, children receiving a proportionately 
smaller dose. Parasite, spleen, and sporozoite rates were 
recorded 4 weeks after each dose. At the end of the 
first 4-week period there was a marked decrease in the 
parasite rate, but after 3 months there was a rise until, 
at the end of 6 months, the total rates were little different 
from those found before treatment started. It is sug- 
gested that some resistant strains developed. [The 
dosage given in this series would almost certainly lead 
to drug resistance sooner or later, if animal experiments 
are any guide. The conditions were such that parasites 
surviving the original dose multiplied for some con- 
siderable time; a further subcurative dose tended to 
induce drug resistance. ] I. M. Rollo 


685. Resistance of P. falciparum and P. malariae to 
Pyrimethamine (‘‘ Daraprim’’) following Mass Treat- 
ment with this Drug. A Preliminary Note 

S. A. Jones. East African Medical Journal [E. Afr. 
med. J.) 31, 47-49, Feb., 1954. 


In the Machakos District of Kenya, where malaria is 
hyperendemic, mass treatment of the population was 
attempted by the administration of 100 mg. of pyri- 
methamine (with proportionately smaller doses for 
children) once every 6 months for 3 treatments. After 
the third mass treatment it became obvious that drug 
resistance had developed, and tests on Plasmodium falci- 
parum infection in children showed that the degree of 
resistance was high. There was also a moderate degree 
of cross-resistance to proguanil. P. malariae infection 
in one child was resistant to pyrimethamine but sensitive 
to proguanil. 

It is concluded that pyrimethamine should not be used 
for mass treatment of the African population in a hyper- 
endemic area [unless it be possible to administer the 
drug regularly and at intervals of not longer than one 
week]. The author recommends that a survey should 
be carried out in every District of Kenya; where the 
resistance rate is high, pyrimethamine should not be used 
for prophylaxis in that area, and certainly not for treat- 
ment. If employers give the drug as a prophylactic they 


should, at the same time, spray all houses with residual 
insecticide. The author also recommends administration 
of one or two doses of chloroquine before each malaria 
season. I. M. Rollo 


686. Occurrence of Pyrimethamine Resistant Strain of 
Malaria in the Teita District of Kenya 
J. G. Grounps. East African Medical Journal [E. Afr. 
med. J.] 31, 51-52, Feb., 1954. 2 refs. 


In this paper from Teita District, Kenya, the author 
describes 2 patients—a mother and child—who had 
Plasmodium falciparum malaria although each had been 
receiving 25 mg. of pyrimethamine once a week for 8 
months. Before that, they had been receiving proguanil. 
In both cases the infection responded satisfactorily to 
administration of mepacrine. 

The author discusses the relationship between pro- 
guanil and pyrimethamine, and possible cross-resistance. 
He concludes that the resistance was the result of the 
previous irregular and inadequate dosage of proguanil 
given to the African staff on the estate from which these 
patients came; this had induced resistance to proguanil 
with consequent cross-resistance to pyrimethamine. He 
also suggests, however, that these 2 cases may have been 
due to the presence of a naturally occurring, pyri- 
methamine-insensitive strain or to the development of 
resistance during regular pyrimethamine prophylaxis. 

I. M. Rollo 


687. Mass Antimalarial Therapy in Veterans Returning 
from Korea 

C. P. ARCHAMBEAULT. Journal of the American Medical 
Association [J. Amer. med. Ass.] 154, 1411-1415, April 24, 
1954. 12 refs. 


The measures taken to suppress malaria among 
American servicemen in Korea and, particularly, to 
treat the disease among those returning to the U.S.A. 
are described in this paper from the Navy Department, 
Washington, D.C. In Korea, malaria was effectively 
suppressed with a dose of 0-5 g. of chloroquine weekly. 
No mass curative regimen was embarked upon because 
of the probability of early reinfection of those troops 
remaining in malarious areas. The first servicemen to 
return home embarked in April, 1951, and by the summer 
of that year there was a marked rise in the number of 
admissions for malaria to Service hospitals in the U.S.A. 
Meanwhile the efficacy of primaquine in curing malaria 
and preventing relapses had been reported, and it was 
decided to initiate trials with this drug, given once daily 
(15 mg. base) for 14 days. Since this period of treatment 
meant delaying leave or postponing discharge from the 
Services it was decided to administer the drug aboard 
homeward-bound ships. This was done without, diffi- 
culty, and when the voyage lasted for a slightly shorter 
period sufficient tablets were given to the patient to 
enable him to complete the course without supervision. 
Toxic effects throughout were negligible in both white 
and coloured troops. 

This scheme of treatment resulted in a marked reduc- 
tion in the incidence of malaria among servicemen on 
duty in the U.S.A. I. M. Rollo 
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688. The Use of Demerol in Patients with Bronchial 
Asthma 

J. A. HERSCHFUS, A. SALOMON, and M.S. SEGAL. Annals 
of Internal Medicine {Ann. intern. Med.] 40, 506-515, 
March, 1954. 2 figs., 36 refs. 


** Demerol ”’ (pethidine) has a weak atropine-like and 
a stronger papaverine-like effect on smooth muscle. It 
has been shown to antagonize the effect of cholinergic 
drugs, nerve stimulation, and musculotropic agents such 
as histamine or barium ions on intestinal and bronchial 
muscle, and to have little depressant action on respiration. 
The authors point out, however, that it is a drug of 
addiction. 

At Boston City Hospital (Tufts College Medical School) 
they have studied the action of pethidine in counteracting 
the bronchoconstrictor effects of intravenously ad- 
ministered histamine or methacholine in asthmatic sub- 
jects during a remission, and on the various pulmonary 
functions during spontaneous attacks of asthma. 
Changes in the resting minute ventilation, respiratory 
rate, tidal volume, vital capacity, and maximum breathing 
capacity were measured, and the oxygen and carbon 
dioxide content and capacity, pH, chloride content, and 
hematocrit values of arterial blood determined before, 
and at intervals after, the subcutaneous administration of 
50 to 100 mg. of pethidine. 

Pethidine was shown to act as a fairly good anti- 
histaminic (in 6 subjects) and a very good anticholinergic 
agent (in 5 subjects). The vital capacity was measured 
in 25 cases during spontaneous attacks of asthma; it was 
increased in 12 and decreased in 2 instances half an hour 
after the injection of pethidine, while after one hour it 
was still increased in 8 and was below the control value 
in 5 cases. In the same group of patients the maximum 
breathing capacity was improved in 7 cases, diminished 
in 4, and unchanged in 2 patients half an hour after the 
injection; at the end of an hour it was improved in 5, 
decreased in 6, and unchanged in 2. The respiratory 
rate increased slightly in several cases after the ad- 
ministration of pethidine. 

The tidal volume was diminished in 7 patients half an 
hour, and in 5 patients one hour, after the injection. 
In only 2 determinations was the tidal volume increased, 
while in 2 it was unchanged. The total minute ventila- 
tion was generally decreased after pethidine, being in- 
creased in only 3 out of 14 patients. Arterial blood 
analyses, carried out on 4 patients, showed little change 
from the control values one hour after administration of 
pethidine. 

These findings confirm the clinical observation that in 
most patients the administration of pethidine leads to a 
reduction of bronchospasm, with improvement of vital 
Capacity and maximum breathing capacity. ‘* In others, 
however, the excessive relaxation, drowsiness or nausea 
caused by demerol actually interfered with the execution 


of these tests.” Although the authors consider that 
pethidine is often a valuable drug in asthma, they stress 
the fact that in large doses it is a respiratory depressant, 
and state that it should be used with great caution when 
given in combination with barbiturates, especially in 
patients with chronic hypoxia secondary to pulmonary 
emphysema. 

[It is noteworthy that the lowest vital capacity recorded 
during attacks of asthma, for whose relief pethidine was 
administered, was in the neighbourhood of 1-4 litre. 
Though this is below the normal value for adults, it is 
well above that found during severe attacks—for example, 
in status asthmaticus the vital capacity is often between 
500 and 1,000 ml. No evidence is presented here to 
show that pethidine is of any value in severe forms of 
asthma, in which its respiratory depressant effect is likely 
to be most dangerous. As with other broncholytic 
drugs, the effect of pethidine is more pronounced in 
attacks of asthma artificially induced by histamine or 
acetylcholine than in those which occur naturally.] 

R. S. Bruce Pearson 


689. Oral Hydrocortisone Therapy in Bronchial Asthma 
and Hay Fever 

E. Schwartz. Journal of Allergy [J. Allergy] 25, 112- 
119, March, 1954. 9 refs. 


In continuation of his previous studies with cortisone 
(J. Amer. med. Ass., 1951, 147, 1734 and J. Allergy, 1952, 
23, 32; Abstracts of World Medicine, 1952, 11, 354 and 
355) the author now reports the results of treatment at 
Long Island College Hospital, New York, of 39 patients 
with bronchial asthma and 10 with ragweed hay-fever, 
who were given an initial dose of 80 mg. of hydro- 
cortisone daily, which was rapidly reduced to a main- 
tenance dose of 40 to 60 mg. daily. All but 4 of the 
patients experienced excellent to moderate relief, and in 
8 cases which had been treated previously with ordinary 
cortisone, the hydrocortisone had a more pronounced 
effect. Unpleasant side-effects (headache in one case 
and sweating, tachycardia, and dizziness in another) were 
noted by only 2 patients. H. Herxheimer 


690. 
Fumes 
E. A. Brown and N. J. Cotomso. Annals of Allergy 
[Ann. Allergy] 12, 14-24, Jan.—Feb., 1954. 28 refs. 


Among 50 consecutive patients with bronchial asthma 
or allergic rhinitis who were interrogated in detail about 
the effects of fumes, smells, or odours, 7 reported that 
symptoms were consistently caused by exposure to the 
smell of such substances as perfumes, cooking gas, soap 
powder, boiling fat, fresh paint, paraffin, turpentine, 
detergents, and bleaching fluids. Skin reactions were 
positive only in those cases in which the allergen was 
particulate; im cases reacting to essential oils, for 


The Asthmogenic Effect of Odors, Smells and 


203 


204 


example, skin reactions were negative. The authors 
claim that “* the syndrome is as clear-cut as is any in 
the field of asthma ’’. 

[No attempt has been made to investigate the nature 
of this type of sensitivity by objective measures, for 
instance by observing the effect of inhaling the odour 
while the sensation of smell is prevented.] . 

H. Herxheimer 


691. Aerosol Trypsin Therapy in the Treatment of Asthma 
H. E. Prince, R. L. Etrer, and R. H. JACKSON. Annals 
of Allergy {Ann. Allergy] 12, 25-29, Jan.—Feb., 1954. 
1 ref. 


Inhalation of an aerosol of crystalline trypsin dissolved 
in Sorensen’s buffered phosphate solution was tried by 
the authors in the treatment of 17 patients with chronic 
bronchial asthma and chronic bronchitis of an infective 
nature. After a preliminary inhalation of adrenaline 
aerosol the patients received from 125,000 to 250,000 
units of trypsin at each of 1 to 10 sittings. Only in 2 
cases did the treatment prove beneficial. 

H. Herxheimer 


692. Changes in Skin Response in Asthma. A Skin- 
test Follow-up of Asthmatics 
A. G. Ocitvie. British Medical Journal (Brit. med. J.] 


1, 370-372, Feb. 13, 1954. 1 ref. 


In a survey of 209 cases of asthma observed at the 
Royal Victoria Infirmary, Newcastle upon Tyne, over 
an average period of 7 years, the author has attempted 
to determine (1) what changes occur in the skin-test 
reactions of asthmatics over the years, and (2) the 
significance of these changes, if any, in relation to 
clinical progress. Skin testing was carried out by the 
intradermal injection of groups of inhalant allergen 
extracts in 0-1-ml. doses. During the period of observa- 
tion there was no change in the reactions of 114 of the 
204 patients tested, in 40 a previously positive reaction 
became negative, and in 50 a previously negative reaction 
became positive. ‘* Desensitizing *’ injections were given 
in 21 cases, in all of which the reactions rapidly became 
negative; 15 of these patients were improved clinically, 
and in 5 of the remaining 8 cases the reactions reverted to 
positive. Approximately two-thirds of the patients 
improved clinicaliy during the period of observation, 
but the author found no correlation between clinical 
progress and changes in the skin-test reactions. He 
concludes, therefore, that the reaction to skin testing 
with allergen extracts are of no prognostic significance 
in asthma. 

[The variability of skin-test reactions and their limited 
prognostic value have been familiar to allergists for many 
years. The findings in this study and the conclusions 
drawn from them by the author are of doubtful value 
for the following reasons. (1) A positive reaction to a 
carefully executed skin test is evidence of the presence 
of a specific antibody and of the capacity of the tissues 
to react to the antigen—antibody combination by wealing. 
It is not necessarily. indicative of any clinical state, but 
only of a potential source of trouble. (2) Wide experi- 
ence has shown that 0-01 to 0-02 ml. is the lowest dose 
consistent with accuracy which can be given intra- 
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dermally, and that the use of a much larger dose causes 
undue trauma and irritation, reducing the reliability of 
assessment of any allergic reaction. The delicate thresh- 
old prick technique would have been more suitable for 
such a study as this. (3) The reversal of the reactions in 
all of the 21 patients who were given “ desensitizing ” 
injections is not in accordance with the experience of 
other workers, and suggests that the criteria adopted for 
the assessment of skin-test reactions may have been at 
fault.] J. Pepys 


693. Atopy and Diabetes Mellitus 
S. SieGat and J. Herzsrein. Journal of Allergy {J. 
Allergy] 25, 25-27, Jan., 1954. 6 refs. 


Out of 40 diabetic patients who were under continuous 
treatment with insulin at the Mount Sinai Hospital, 
New York, 6 (15%) had hay-fever, asthma, vasomotor 
rhinitis, or allergic eczema, while among 227 control 
subjects admitted to the surgical wards, 32 (14°) had a 
similar history of allergic disease. The authors conclude 
from these figures that no special relationship exists 
between the hereditary states of allergy and diabetes 
mellitus. H. Herxheimer 


694. Severe Asthma Treated with Corticotrophin 
K. BALL. Lancet [Lancet] 1, 1162-1165, June 5, 1954. 
2 figs., 1 ref. 


A controlled investigation of the value of cortico- 
trophin in severe asthma was carried out at the Central 
Middlesex Hospital, London. Only patients whose 
asthma had persisted for at least 3 months without 2 
weeks’ complete remission in that time were included. 
Of the 13 patients, 6 received injections of corticotrophin 
and 7 injections of saline, but at the time of the trial 
the identity of the patients receiving the two different 
treatments was not known. Of the 6 patients given 
corticotrophin intramuscularly to a total dose of 1 g. 
in 12 days, 5 improved, compared with 2 of the 7 given 
saline, though one of the latter group subsequently 
responded to corticotrophin. There was a_ relapse 
within 28 days in 3 of the patients who ‘responded to 
corticotrophin, but 2 of these benefited later from a 
second course. Definite amelioration of symptoms over 
periods varying from one month to 13 months (average 
6 months) was noted in 12 patients in status asthmaticus 
who were given a maintenance dose of 20 to 80 mg. a day. 
These results, and observations on patients given corti- 
sone, are considered to prove that these drugs are 
beneficial, and indeed essential, in cases of status asthma- 


ticus. Complications such as water retention were rare. 
K. Gurling 
695. Complement Fixation Studies in Ragweed Allergy. 


I. Quantitative Complement Fixation Studies with Rag- 
weed-pollen Extract and Homologous Rabbit Antisera. 
II. Determination of Antibody in Human Sera to Ragweed 
Antigen by Means of a Complement Fixation Inhibition 
Test; the Relationship of Antibody so Determined to the 
Passive Transfer for Blocking Antibody 

J. PortNoy and W. B. SHERMAN. Journal of Allergy 
[J. Allergy] 25, 215-252, May, 1954. 3 figs., biblio- 
graphy. 
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696. The Excretion of Sugars after the Intravenous 
Administration of Invert Sugar 

J. H. P. Jonxis and T. H. J. HuisMAN. Archives of 
Disease in Childhood {Arch. Dis. Childh.| 28, 446-449, 
Dec., 1953. 1 fig., 9 refs. 


At the University of Groningen the authors estimated 
the urinary output and carbohydrate excretion after 
intravenous administration of 5°% glucose, 10°%% glucose, 
or 10°% invert sugar in small groups of children. The 
volume of urine was considerably less when invert sugar 
was given than when an equivalent amount of glucose 
solution was administered. In dehydrated patients, 
therefore, administration of invert sugar would minimize 
diuresis: in view of this and of the fact that fructose 
is rapidly utilized in the body the authors conclude that 
invert sugar is preferable to glucose for intravenous 
alimentation. Less carbohydrate was excreted in the 
urine when invert sugar was given, but the difference 
was unimportant, except when large amounts of sugar 
were administered within a short period of time. 

Mark S. Fraser 


697. Primary and Secondary Gout 
A.B. GuTMAN. Annals of Internal Medicine [Ann. intern. 
Med. 39, 1062-1076, Nov., 1953. 1 fig., bibliography. 


The author’s definition of primary gout as an inborn 
error of metabolism and secondary gout as an accom- 
paniment of certain disease processes, such as poly- 
cythaemia, leukaemia, and haemolytic anaemia, is in 
accordance with current medical thought. The major 
pathways of purine metabolism are: (1) the biosynthesis 
of purines and purine derivatives from simple carbon 
and nitrogen compounds; (2) the degradation of endo- 
genous nucleic acids; and (3) the degradation of ingested 
preformed nucleoproteins and purines. The author 
points out that the first of these is mainly involved in 
primary gout and the second in secondary gout, while 
the third factor may affect the course of both types. 
The possible role of the kidney is discussed, and the 
author shows that there is no clear evidence for a specific 
renal defect in either primary or secondary gout. 

The treatment of the primary and secondary forms is 
essentially the same. ACTH (corticotrophin) is con- 
sidered the most effective therapeutic agent for the acute 
attack, an initial dose of 50 to 200 mg. followed by 50 
to 100 mg. daily for several days, or a single dose of 
100 mg. of ACTH gel, being recommended. Colchicine 
and phenylbutazone are also recommended, but neither 
is a perfect therapeutic agent and the toxic effects of the 
former may be serious. For the chronic case the 
importance of diet is stressed, proteins being limited to 
50 to 75 g. daily and so far as possible taken in the form 
of milk; fat intake should also be strictly curtailed. 
“Benemid”’ (probenicid) in a dosage of 0-5 to 3 g. 
daily increases urate clearance and is considered to be a 


valuable agent in the treatment of chronic gout. No 
distinction is drawn between the therapeutic manage- 
ment of primary and secondary gout, save that in 
secondary gout steps must be taken to deal with the 
underlying disease. R. E. Tunbridge 


698. Gaucher’s Disease in 29 Cases: Hematologic 
Complications and Effect of Splenectomy 

A. S. Meporr and E. D. Bayrpb. Annals of Internal 
Medicine [Ann. intern. Med.] 40, 481-492, March, 1954. 
12 refs. 


The authors review all the proved cases of Gaucher's 
disease, 29 in number, examined at the Mayo Clinic in 
1950. The clinical features are described in detail. 
Of special interest was the age at onset of symptoms; 
when first seen, 3 of the patients were under 9 years of 
age, 8 were 10 to 19 years of age, 3 were 20 to 29 years, 
6 were 30 to 39 years, 6 were 40 to 49, and 3 were over 50. 
The sex distribution was approximately equal. 

Splenomegaly and anaemia were almost constant 
findings, and splenectomy was carried out in 15 of the 
cases for the relief of abdominal distension or hyper- 
splenism. [A table setting out the haematological 
findings indicates that there was leukopenia with a 
reduced platelet count in 5 of the 15 cases, but there is 
no reference to the results of sternal marrow biopsy 
in the latter cases.] Splenectomy had no deleterious 
effect on the course of the disease. Two patients died 
in the postoperative period, and of the remaining 13, 
6 were alive 11 to 20 years after the operation. The 
authors note that of the 14 patients treated conservatively, 
one was alive 12 years after attending the clinic and 
2 were alive 14 years afterwards. 

The follow-up investigation for the whole series was 
not complete, so that the findings could not be subjected 
to statistical analysis. R. E. Tunbridge 


699. Magnesium Deficiency after Prolonged Parenteral 
Fluid Administration and after Chronic Alcoholism Com- 
plicated by Delirium Tremens 

E. B. Fiinx, F. L. StutzMan, A. R. ANDERSON, T. 
Konic, and R. FRrRAser. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 43, 169-183, Feb., 
1954. 4 figs., 45 refs. 


Stimulated by reports that a low plasma magnesium 
level in man may be associated with neurological distur- 
bances, particularly tremor, the authors have studied 
magnesium metabolism in a series of patients with 
chronic alcoholic delirium divided according to severity 
into three groups. (1) Chronic alcoholism with tremor 
but without frank delirium (13 cases): mean plasma 
magnesium level, 1-47 mEq. per litre (normal, 1-91 +- 
0-20 mEq. per litre). Those treated with intramuscular 
magnesium sulphate appeared to recover rather more 
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quickly than those receiving large doses of vitamins, 
adrenal cortical extract, and sedatives. One patient was 
treated with ammonium chloride; the plasma mag- 
nesium level fell and his symptoms worsened at the 
same time; subsequent treatment with magnesium sul- 
phate led to marked clinical improvement. (2) Chronic 
alcoholism with tremor and mild delirium (7 cases): 
mean plasma magnesium level, 1-46 mEq. per litre. 
(3) Severe delirium tremens (10 cases): mean plasma 
magnesium level, 1-29 mEq. per litre. In Groups 2 and 
3 also intramuscular administration of magnesium sul- 
phate appeared to expedite recovery. It is inferred that 
the symptomatology of chronic alcoholic delirium is in 
part due to magnesium deficiency. K. G. Lowe 


700. Studies on the Mechanism of Steatorrhoea. [In 
English] 

C. JIMENEZ Diaz, C. MARINA, andJ.M. Romeo. Bulletin 
of the Institute for Medical Research, University of Madrid 
[Bull. Inst. med. Res. Univ. Madr.| 6, 1-12, Jan.—March, 
1953 [received March, 1954]. 2 figs., 20 refs. 


This work is based on a study of 44 cases of idiopathic 
steatorrhoea [although the findings in only 29 are re- 
ported]. The patients were given a diet containing 6 or 
30 g. of fat daily for some days, and the faecal fat content 
was then estimated over a 3-day period by the methods 
of Castro and, latterly, of van de Kamer. Calorimetry 
of aliquots of the dried stools provided a rough check on 
the faecal fat values. On the 30-g. fat diet, the mean 
daily totals of faecal fat for 10 normal control subjects 
and 12 patients with steatorrhoea were 4-7 g. and 18:2 g. 
respectively. It is pointed out that “‘ in some cases a 
rate of fat-elimination superior to the intake may be 
observed when the diet contains no more than 30 g. 
[4 cases out of a total of 25 in this and other experiments]. 
It is then beyond reasonable doubt that at least part of 
the amount of fat is secreted by the intestines. The 
point becomes clearer if the subject is kept on a diet 
containing .. . less than 6 g.”’ The effect of a test dose 
of 100 g. of butter or olive oil in addition to the 30 g. 
in the diet was studied, and it was found that in some 
cases the total amount of fat excreted in 24 hours 
[apparently the 24 hours during which the test dose was 
given, markers not being used] was less than without the 
overload. 

The authors argue that the excess of fat output over 
intake and the failure of overloading to increase the 
faecal fat content in some cases cannot be explained on 
the basis of faulty absorption, and conclude on these 
grounds that the intestines secrete fat in considerable 
quantity in idiopathic steatorrhoea. 

[For the following reasons the experimental data pre- 
sented do not justify such a conclusion. (1) Estimations 
of basal fat excretion are not valid until at least 4 days 
have elapsed from the start of the basal diet. The initial 
period of basal diet allowed by the authors before starting 
collection is not specified and may have been inadequate, 
which would account for some of the high faecal fat 
values found. (2) The fat content of a 24-hour collection 
of faeces cannot be related to the fat intake during any 
specified 24-hour period. Although in the earlier experi- 
ments 3-day collections are stated to have been made, 
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this was clearly not the case in the overloading experi- 
ments, and the faecal fat content as estimated may have 
been related to basal intake 2 or 3 days previously. 
(3) In cases of sprue wide fluctuations in fat absorption 
may occur over a period of 2 to 3 days despite a constant 
intake, so that a longer period of collection is necessary 
in experiments of this nature. (4) Unsaturated fats 
such as olive oil may be completely absorbed in the 
presence of a gross defect of fat absorption demonstrable 
with mixed fats, as has been shown by Weijers and van 
de Kamer in coeliac disease.]} J. M. French 


701. Function of Pancreatic Juice and of Bile in 
Assimilation of Dietary Triglyceride. A Review 

J. H. ANNEGERS. Archives of Internal Medicine [{Arch. 
intern. Med.] 93, 9-22, Jan., 1954. 4 figs., 31 refs. 


The author reviews the results of balance studies 
carried out at Northwestern University Medical School, 
Chicago, on dogs and human subjects to determine the 
relation of lipid assimilation to the secretion of pancreatic 
juice and bile. In normal individuals an increase of | g. 
in the dietary triglyceride content caused an increase in 
faecal lipid output of 0-03 g. when all components of the 
diet were increased—in dogs the increase was 0-012 g.— 
but when fat alone was added to the diet there was no 
increase in excretion. In the dog, the amount of crude 
fibre in the diet also affected the faecal lipid content, 
which increased by 0-52 g. for every I-g. increase in 
dietary crude fibre. 

In the absence of pancreatic juice (in dogs which had 
undergone subtotal pancreatectomy) there was a marked 
increase in faecal lipid content, though considerable 
variations were found, and it was concluded that an 
average of 62° of the dietary triglyceride content was 
assimilated in such circumstances. The increase of faecal 
lipid content in the absence of pancreatic juice showed a 
linear relationship to increase in fat intake, the former 
increasing by 0-38 g. per g. increase in dietary fat. There 
was no increase in endogenous faecal lipid excretion 
compared with intact animals. In the absence of pan- 
creatic juice, oleic acid was no better absorbed than 
triglyceride. In further studies on oleic acid absorption 
it was found that its assimilation was significantly 
increased by the administration of sodium bicarbonate, 
which did not facilitate the absorption of triglyceride. 
The possible function of the pancreatic juice in fat 
absorption is discussed; the conclusion that it is impor- 
tant for the hydrolysis of triglycerides would seem to be 
unexceptionable; the possible extradigestive function of 
sodium bicarbonate in pancreatic juice may be important. 

In cases of biliary deficiency triglyceride absorption 
was found to be reduced to 42°, and 54°% respectively 
in man and dog. The conjugated bile salts were more 
efficient in reducing faecal lipid in biliary deficiency than 
pure sodium cholate or sodium desoxycholate. The oral 


administration of ** tween 80°’ caused no demonstrable 
change in faecal lipid excretion in bile-deficient dogs. 

[It is possible that the author’s conclusions might be 
rather different if more attention had been paid to the 
occurrence of intraluminar emulsification in these experl- 
ments and to the relevant literature on this aspect of 
these problems. ] 


A. C. Frazer 
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Gastroenterology 


702. Symmetrical Enlargement of Submaxillary Salivary 
Glands in the Aged 

G. KELEMEN. Geriatrics [Geriatrics] 9, 70-74, Feb., 
1954. 24 refs. 


In an earlier study of the palatine tonsils in the aged the 
author found that while enlarged lymph nodes were rare, 
enlarged submaxillary salivary glands were often present. 
The incidence of the latter condition in 100 patients (50 
men and 50 women) over the age of 70 at Long Island 
Hospital, Boston, was therefore investigated. Enlarged 
submaxillary salivary glands were found in 10 of the 
men and 12 of the women, the enlargement being 
bilateral in all but 2 cases. No local pathological cause 
was apparent. The author emphasizes the importance 
of recognizing this condition “ to avoid confusion with 
signs of malignancy’’. No histological findings are 
given, but the author reviews the literature on changes 
in the salivary glands with age. He notes that other 
workers found that the fat content of salivary epithelium, 
as distinct from that of many other tissues, did not 
diminish with age, and that special cells, ** oncocytes ” 
were to be seen. J. N. Agate 


703. Tumors of Oral Mucous Glands 

A. G. SmitH, T. R. BROADBENT, and A. A. ZAVALETA. 
Cancer [Cancer (N. Y.)] 7, 224-233, March, 1954. 3 figs., 
22 refs. 


In an attempt to define the characteristics and behaviour 
of tumours of the oral mucous glands the authors, from 
Duke University School of Medicine, Durham, North 
Carolina, describe the clinical features, pathological 
anatomy, and course of the disease in 32 cases, 5 of 
which are reported in detail. 

The average age of the patients when the tumour was 
first noticed was 424 years, the range being 9 to 69 years, 
Of the 32 patients, 28 complained of a mass which was 
painless, 2 of an ulcerating mass, one of pain in the 
alveolar ridge, and one of nausea associated with a mass 
in the pharynx. The tumour was on the hard palate 
in 17 cases; in the cheek region in 5; in other regions of 
the oral mucosa in 5; in the submandibular region of 
the neck in 2; and in the skin over the oral mucous 
membrane of the labial folds, on the lip, and on the 
tongue in one case each. 

There was considerable variation in the duration of 
the slow-growing tumours of low malignancy; rapid 
growth indicated a poor prognosis. The tumours were 
classified as follows: mixed, 7; papillary cystadenoma 
ymphomatosum (Warthin), 1; benign muco-epidermoid, 
7; malignant muco-epidermoid, 5; and carcinoma, 12 
(cylindroma 2, basal-cell carcinoma 3, unspecified 5, and 
undifferentiated 2). 

Recurrence was observed in one of the 7 cases of benign 
muco-epidermoid tumour, in 2 of the 5 cases of car- 
cinema of unspecified type, in 4 of the 5 cases of malignant 


> 


muco-epidermoid tumour, and in all the other cases ot 
carcinoma. Spread occurred along the perineural lym- 
phatics, but metastases to regional lymph nodes were 
found only in the cases of undifferentiated carcinoma and 
carcinoma of unspecified type. There were no meta- 
stases in areas below the neck. 

Discussing treatment, the authors state that x-irradia- 
tion did not achieve complete cure in any of their cases. 
Encapsulated benign tumours required adequate local 
excision only, but for all malignant tumours early wide 
local excision, radical regional resection, and radical neck 
resection were the procedures of choice. In their series 
all the patients except those with undifferentiated car- 
cinoma lived for 2 years after operation. 

Comparison of this group of cases with a series of 
cases of tumour of the major salivary glands revealed an 
unusually high percentage of muco-epidermoid tumours 
in the former. The tumours occurring in negroes in the 
present series were muco-epidermoid. A, Ackroyd 


The Coprological Signs of Diarrhoea due to Anti- 


704. 
biotics. (Signes coprologiques des diarrhées par anti- 
biotiques) 


R. GoIFFON and B. GoIFFON. Presse médicale [Presse 
méd.\ 62, 488-489, March 27, 1954. 20 refs. 

Antibiotics given orally may cause gastrointestinal 
disturbances, particularly diarrhoea. It is therefore 
important to recognize these ill effects, especially when 
the antibiotics are used in the treatment of a gastro- 
intestinal disorder, since the symptoms may be due to the 
treatment and not to the original disease. 

In this paper the authors describe the clinical and 
pathological features of the diarrhoea, which may occur 
without any other digestive disturbance. The correct 
diagnosis is most readily arrived at by examination of 
the stools. These are greenish-orange in colour, in- 
offensive to smell, and non-adherent to glass. Chemical 
examination reveals the presence of bilirubin, a dimi- 
nution of stercobilin, and marked reduction of the 
faecal urease and soluble proteose content. Micro- 
scopical examination may show excess of pathogenic 
yeasts and digestible cellulose, and bacteriological in- 
vestigation reveals great reduction or absence of the 
normal intestinal flora. S. Karani 


705. White Nails in Hepatic Cirrhosis 
R. Terry. Lancet [Lancet] 1, 757-759, April 10, 1954. 
1 fig., 9 refs. 


Whiteness of the nails is a physical sign which has 
received little attention from clinicians. True opacity 
of the nails as a cause of whiteness (leuconychia) is rare, 
but opacity of the nail bed causing apparent whiteness is 
common. This paper records the appearance of the 
finger-nails in 100 consecutive patients suffering from 
cirrhosis of the liver, 82 of whom were found to have 
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opacity of the nail beds, which was sufficiently marked 
in 30 cases to make the distal part of the nail almost or 
completely indistinguishable from the lunula. In most 
cases the whitness was strikingly symmetrical in the two 
hands, the appearance of the nails of corresponding 
fingers often being identical. No correlation was found 
with other signs of liver disease such as spider naevi. 
Many healthy children show opacity of the nail beds 
which is also not rare in normal young women up 
to the age of 20. It is also seen in a variety of patho- 
logical conditions. 

The author considers that in spite of the lack of any 
correlation with other evidence of cirrhosis the condition 
described is of some help in diagnosis. It may perhaps 
be due to faulty metabolism of a specific steroid affecting 
the superficial layers of the matrix of the nail bed. 

Thomas Hunt 


706. Veno-occlusive Disease of Liver with Nonportal 
Type of Cirrhosis, Occurring in Jamaica 

G. Bras, D. B. Jectirre, and K. L. Stuart. Archives 
of Pathology {Arch. Path. (Chicago)| 57, 285-300, April, 
1954. 9 figs., bibliography. 


STOMACH AND DUODENUM 


707. The Effects of Newer Antisecretory Compounds on 
Gastric Secretion and Motility in Man and Dogs 

R. D. McKenna, S. A. SmitH, and D. M. Wyse. 
Gastroenterology (Gastroenterology] 26, 476-489, March, 
1954. 3 figs., 6 refs. 


The ideal antisecretory drug for the treatment of peptic 
ulcer should be a safely administered compound pro- 
ducing consistent inhibition of the volume of continuous 
secretion and output of acid for long periods after oral 
administration, with minimal side-effects and no develop- 
ment of tolerance; none of the antisecretory agents at 
present available meets all these requirements. The 
authors here report the results of tests carried out at 
the Royal Victoria and Queen Mary Veterans Hospitals, 
Montreal, with three new compounds, “ darstine”’ (5- 
methyl-4-phenyl-(1 -piperidyl)-3-hexanolmethbromide), 
** probanthine *’ (propantheline), and ** Compound AY 
5212’ (8-diethylaminoethyl phenothiazine-10-carboxy- 
late methosulphate). A drug was considered to have a 
** significant *’ effect on basal. gastric secretion if the 
volume was reduced by 50% or more for 30 minutes; 
on acidity if the secretion of free acid was reduced by 
50°, or more for 30 minutes; on pH if the value rose 
by 0-5 or more over the highest control level; and on 
gastric emptying time if this was prolonged by one 
hour or more. The effects were studied by continuous 
aspiration of the stomach contents. 

In a first series of experiments the effects of all three 
compounds on gastric function were compared in patients 
with peptic ulcer and other forms of dyspepsia. Given 
intramuscularly, 0-3 to 1-0 mg. of darstine per kg. body 
weight significantly reduced the volume of basal secretion 
in 11 of 14 patients with peptic ulcer; acid secretion was 
reduced significantly in 9 of these 14 and the pH in 5, 
but insufficient juice was available for testing in 5 others. 


In 3 out of 7 patients 100 mg. of darstine by mouth had a 
significant effect on the volume and acidity of resting 
secretion, but in only 6 out of 18 others did this dose 
have a significant effect on the pH. A dose of 50 mg. 
given intramuscularly significantly reduced the volume 
in 2 and acidity in 1 of 4 patients whose nocturnal 
secretion was studied. Darstine significantly reduced 
the volume of histamine-stimulated secretion in 3 and 
the acidity in 1 out of 6 patients, the pH being unchanged 
in 4 and the results unsatisfactory in the other 2. A 
dose of 20 to 100 mg. of AY 5212 given by mouth had a 
significant effect on the volume, acidity, and pH of the 
basal secretion in 4 out of 11 patients with peptic ulcer 
or non-ulcer dyspepsia; these doses had no side-effects. 
In the same patients 30 to 105 mg. of propantheline by 
mouth had a significant effect on volume in 6, on acidity 
in 4, and on pH in 3 cases; dryness of the mouth was 
common. Intramuscular injections of 25 and 50 mg. of 
propantheline inhibited secretion for 1 and 3 hours 
respectively, but side-effects were severe, though delayed. 

In a second series of tests on patients with proven 
duodenal ulcer the effects of single oral doses of darstine 
and AY 5212 were compared with those of atropine and 
** banthine *’ (methantheline) on basal and nocturnal 
secretion and on histamine- or insulin-induced secretion. 
Atropine (gr. 1/50, or 1-3 mg.) was the most effective 
compound in reducing the acidity of secretion, methan- 
theline (100 mg.) being less effective, and darstine (100 
to 300 mg.) being only feebly active by mouth, although 
found to be effective by intramuscular injection in the 
first series. Methantheline, darstine, and atropine were 
effective in that order in reducing volume. AY 5212 
gave conflicting results. Gastric emptying time was 
significantly reduced in both of 2 patients given atropine 
by mouth (gr. 1/50), in 3 of 7 given 100 mg. of methan- 
theline, in one of 14 patients given 100 to 300 mg. of 
darstine, and in none of 6 patients receiving 25 to 100 mg. 
of AY 5212. 

[Although the second series of tests were performed on 
only a few patients, the findings are especially valuable 
as repeated tests with different drugs were performed on 
each individual.] Derek R. Wood 


708. On the Acquisition of Tissue Resistance to Diges- 
tion by Gastric Juice 

H. Setye. Gastroenterology [Gastroenterology] 26, 221- 
229, Feb., 1954. 3 figs., 12 refs. 


In this paper from the University of Montreal is 
described an experiment to test the action of gastric 
juice upon connective tissue. Three groups of 10 rats 
were treated as follows. (1) 25 ml. of air was injected 
into the subcutaneous tissue between the shoulder blades, 
forming a localized air sac, and 5 ml. of gastric juice was 
injected immediately into the sac. (2) Into a similar alr 
sac 1 ml. of 1°%% croton oil was injected. This caused an 
intense inflammatory reaction and produced a pouch 
lined with granulation tissue into which, 10 days later, 
5 ml. of gastric juice was introduced. (3) This group 
was treated in the same way as Group 2, but the animals 
were starved for 16 hours before the injection of gastric 
juice and were then fixed to splints, their struggles to 
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GASTROENTEROLOGY 


escape producing a state of systemic stress. The 
animals in all groups were killed 2 days after the injection 
of gastric juice into the pouches. In Group | the gastric 
juice digested the connective tissue and skin, forming 
an ulcer within 2 days; in Group 2 no digestion of the 
pouch occurred; while in 6 of the 10 rats in Group 3 
digestion of the granulation tissue of the pouch and of 
the overlying skin occurred. 

The author concludes that the non-specific irritant 
(croton oil) causes a local tissue reaction which protects 
the tissue from the digestive action of gastric juice and 
that this reaction is antagonized by systemic stress. He 
suggests that there is no need to invoke the existence of a 
specific anti-enzyme to account for the absence of auto- 
digestion in the normal stomach, the local tissue response 
being adequate for protection except during intense 
systemic stress or when ACTH or cortisone is being 
administered. A. G. Parks 


709. Selective Surgery for Peptic Ulcer 

H. DAINTREE JOHNSON and I. M. Orr. Surgery, Gyne- 
cology and Obstetrics [Surg. Gynec. Obstet.] 98, 425-432, 
April, 1954. 1 fig., 14 refs. 


In this paper from the Royal Free Hospital and the 
Postgraduate Medical School, London, and the Royal 
Infirmary, Preston, on the surgical treatment of peptic 
ulcer, the results of very high partial gastrectomy are 
compared with those of a moderate (two-thirds) gastrec- 
tomy or a moderate gastrectomy combined with vago- 
tomy. Moderate gastrectomy was combined with 
vagotomy in cases in which the bulked 12-hour night 
secretion aspirated by continuous suction contained more 
than 20 mEq. of hydrochloric acid. In other cases a 
moderate gastrectomy alone was performed (except in 
poor-risk cases of duodenal ulceration, where vagotomy 
together with gastro-enterostomy was sometimes carried 
out). The results were somewhat more satisfactory than 
those obtained with high gastrectomy, which gave 
adequate protection against stomal ulceration but was 
followed by an increase in the incidence of the dumping 
syndrome and of diarrhoea. Norman C. Tanner 


710. Management of Ulcer Patients after Vagotomy 

F. B. Wirkins, S. J. STEmMpIEN, H. J. Movius, and 
J. A. WetNnBEeRG. Journal of the American Medical 
Association [J. Amer. med. Ass. 154, 1345-1347, April 17, 
1954. 1 fig., 6 refs. 


In over 800 cases of peptic ulcer seen at the Veterans 
Administration Hospital, Long Beach, California, over a 
7-year period vagotomy with pyloroplasty [presumably 
in all cases] was performed; in the present paper the 
authors discuss the management of the patients after 
operation. It is pointed out that vagotomy causes 
certain changes in the autonomic nervous control of the 
gastrointestinal tract which are minimal and transient 
in some patients and severe and prolonged in others. 

In addition to routine measures a nasogastric tube is 
inserted into the stomach the evening before the opera- 
tion and left in place for the first 5 days after operation. 
During this time the nutrition of the patient is main- 
teined by parenteral administration of fluids. After the 
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tube is removed the patient receives clear bland fluids in 
small quantities for 2 days, after which a full bland liquid 
diet is given. If the patient tolerates this, small amounts 
of a soft bland diet are given 2 days later, this being 
continued for 2 weeks or longer, when a normal bland 
diet is instituted. If signs or symptoms of gastric 
retention occur, liquids in small amounts are resumed. 
Complications include cardiospasm, gastric retention, 
diarrhoea, and the dumping syndrome. Cardiospasm, 
which usually starts in the first week and is transient, is 
treated by careful dieting and administration of pheno- 
barbitone and 1% procaine solution. In cases of gastric 
retention a change to frequent small feeds usually results 
in prompt relief of symptoms, fluids being taken between 
meals. If symptoms persist “‘ bethanechol”’, 5 to 10 
mg. before meals, is tried. When the retention is such 
that even these measures are ineffective, the stomach is 
emptied by nasogastric suction for 48 hours, and ‘small 
frequent feeds are resumed. Gastroenterostomy may 
be necessary if the patient does not respond to this 
treatment. In diarrhoea after vagotomy administration 
of antibiotics or hydrochloric acid is ineffective. In most 
cases the condition responds to dietary management. 
The authors emphasize the importance of avoiding sugar 
in the diet of patients with the dumping syndrome; they 
advise a diet consisting mainly of protein and fat and only 
200 g. of carbohydrate. J. E. Richardson 


711. Carcinoma of the Proximal Third of the Stomach. 
A Critical Study of Roentgenographic Observations in 
Sixty-two Cases 

N. Finsy and M. EIsensup. Journal of the American 
Medical Association [J. Amer. med. Ass.| 154, 1155-1160, 
April 3, 1954. 4 figs., 19 refs. 


This paper is based on the radiological findings in 
269 patients examined at the New York Hospital between 
1947 and 1952 who were subsequently proved at opera- 
tion or necropsy to be suffering from carcinoma of the 
stomach. On the basis of the operation or necropsy 
report those cases in which the tumour was limited to the 
proximal third of the stomach (62) were separated from 
the remainder (207), which included some in which the 
tumour involved most of the stomach. An x-ray diag- 
nosis of probable or definite carcinoma was made in 
45 (72%) of the former group of cases and in 172 (83%) 
of the latter; the lesion was missed completely in 8 of 
the former group of cases (but in only 4 of the latter) and 
the appearances incorrectly interpreted in 9. (These 
figures are minimal, since they omit any case in which 
a negative radiological diagnosis made at the New York 
Hospital was subsequently proved false elsewhere.) 

Details of the 17 cases in which a proximal lesion was 
missed or misdiagnosed radiologically are tabulated. In 
11 cases a cascade stomach caused difficulty; in 3 cases 
the radiologist thought that a lymphosarcoma, leio- 
myoma, or leiomyosarcoma was more likely than a 
carcinoma; one case with an enormously dilated oeso- 
phagus was diagnosed as cardiospasm; a hiatus hernia 
led to a diagnosis of peptic oesophagitis, although a mass 
measuring about 75 cm. was subsequently found in 


_ the hernia; a simple gastric ulcer was diagnosed in one 
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case; and in 3 cases the radiologist merely called attention 
to a questionable lesion in the fundus or oesophagus. 
Endoscopy was used in 7 cases, but in only 2 did it lead 
to the correct diagnosis. The Papanicolaou smear 
method was used 8 times, with 6 successes. In 2 cases 
the diagnosis was first made at necropsy and in the 
remainder at operation. [Apparently there were no 
surgical mistakes in this series.] 

The radiographic routine included taking supine and 
prone views of the gastric air bubble after coating with 
barium. Carbonated water was “ occasionally ”’ used, 
but the use of such special measures as an inflatable 
balloon was considered impracticable. The oesophagus 
was dilated or apparently infiltrated in more than half 
the cases, and the gastrophrenic interval (distance between 
the gas bubble and the summit of the diaphragm) was 
over 1-5 cm. in over half the cases where the fundus was 
involved. Films taken by junior radiologists were always 
reviewed in conference by at least one senior member 
of the staff, and it is concluded that even with experience 
many mistakes are unavoidable. Denys Jennings 


712. The Mortality and Immediate Postoperative Com- 
plications of Subtotal Gastrectomy for Carcinoma and 
Benign Peptic Ulcer 

F. T. KurzweG. Annals of Surgery [Ann. Surg.) 139, 
409-419, April, 1954. 8 refs. 


It is first pointed out that the success of subtotal 
gastrectomy cannot accurately be assessed from the 
excellent results obtained by experienced surgeons; it 
can be judged only from the results obtained by the 
average surgeon. The present author analyses a series 
of 653 cases in which subtotal gastrectomy was performed 
during the 10-year period ending in December, 1950, by 
** several dozen ”’ surgeons of varying experience attached 
to three large hospitals in New Orleans. Both public and 
private, white and negro patients were included, and the 
operation was undertaken either for peptic ulcer or 
carcinoma of the stomach. 

In the series as a whole there were 52 deaths (7-9% 
as follows: carcinoma, 176 cases, 24 deaths (13-6%); 
gastric ulcer, 152 cases, 8 deaths (5:2%); duodenal ulcer, 
320 cases, 20 deaths (6:2%). There were no deaths and 
no postoperative complications in the 5 cases of gastro- 
duodenal ulcer. The mortality was higher in older 
patients than in younger ones; it was also higher with 
the antecolic than with the retrocolic operation. The 
Billroth-I operation was performed on 2_patients only. 

The main complications were peritonitis, intestinal 
obstruction, haemorrhage, pulmonary complications, 
wound disruption, thromboembolism, and _ cardio- 
vascular involvement. Of the total of 653 patients, 470 
recovered without complications. 

[It is difficult to draw any definite conclusion from this 
article except that experience counts.] 

Zachary Cope 


713. Megagastrica 
M. H. Poppet, J. Stein, H. G. Jacopson, and L. R. 
LAWRENCE. American Journal of Digestive Diseases 


[Amer. J. dig. Dis.] 21, 46-52, Feb., 1954. 5 figs., 16 refs. 
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PANCREAS 


714. The Effect of Subtotal Gastrectomy upon External 
Pancreatic Secretion in Dogs 

A. RICHMAN, L. J. Lester, F. HOLLANDER, and D. A. 
DREILING. Gastroenterology [Gastroenterology] 26, 210- 
220, Feb., 1954. 3 figs., 27 refs. 


Experiments were carried out at the Mount Sinai 
Hospital, New York, on 4 dogs to investigate the influence 
of gastric resection upon pancreatic secretion. A duo- 
denal fistula was first made in each dog in such a way 
that the pancreatic duct could be cannulated as required 
subsequently. Pancreatic secretion was studied following 
the ingestion of meat and after the injection of histamine 
and secretin, the total volume and bicarbonate and 
amylase content of the pancreatic juice being estimated. 
Partial gastrectomy was then performed and after one 
month pancreatic activity in response to the same stimuli 
was again measured. The response to the injection of 
secretin was the same as before gastrectomy, showing that 
the functional capacity of the pancreas was normal, but 
the response to ingestion of meat and to injection of 
histamine was diminished by about 65%. 

The authors conclude that both the ingestion of meat 
and the injection of histamine exert their effect on the 
pancreas by stimulating the secretion of acid gastric 
chyme, which causes the liberation of secretin by the 
duodenal mucosa. As the jejunum contains less secretin 
than the duodenum, the pancreatic response after gastrec- 
tomy is correspondingly smaller, and this reduction in 
pancreatic activity may lead to anastomotic ulceration 
because acid secretion from the gastric remnant is not 
sufficiently neutralized by secretions from the afferent 
loop. Decreased pancreatic function may also cause 
the impairment of fat absorption which is sometimes 
seen after gastrectomy. A. G. Parks 


715. The Splenic Repercussions of Pancreatic Disease. 
(Le retentissement splénique des affections pancréatiques) 
L. LeGer, P. LAJOUANINE, A. CORNET, and J. ARNA- 
VIELHE. Presse médicale [Presse méd.| 62, 666-669, 
April 28, 1954. 9 figs., 16 refs. 


The intimate anatomical relation of the splenic vein 
with the body of the pancreas explains the repercussions 
of affections of this gland on its satellite vessel and on 
the spleen itself. The value of splenoportography in 
demonstrating these secondary effects of pancreatic 
disease is here illustrated by the authors by reference to 
several groups of cases. In the first a carcinoma of the 
pancreas with posterior extension caused compression or 
thrombosis of the splenic vein leading to splenomegaly, 
which without splenoportography might have been 
erroneously regarded as the primary condition. 

In the second group localized hypertension in the 
spleno-mesenteric system due to compression of the 
splenic vein by a pancreatic lesion gave rise to intestinal 
haemorrhage. And finally a number of cases are de- 
scribed which were clinically suggestive of the syndrome 
of Banti, but were shown by splenoportography to be 
due to a pancreatic lesion. A. Orley 
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716. Cardiac Variations in Venous Return Studied with 
a New Bristle Flowmeter 

G. A. BRECHER. American Journal of eatinen [Amer. 
J. Physiol.| 176, 423-430, March, 1954. 7 figs., 15 refs. 


The author describes an ingenious technique developed 
at Western Reserve University School of Medicine, 
Cleveland, Ohio, for the study of the venous return to 
the heart during the various phases of the cardiac cycle 
in acute experiments on dogs with chest open or closed, 
a fine bristle, connected to an electrical device measuring 
minute deflections (electro-mechanical transducer), being 
inserted directly into the blood stream in the great 
veins near the heart to record variations in linear flow 
there. 

Flow in the superior vena cava was greatly accelerated 
during ventricular systole, although the tricuspid valve 
was closed, apparently from expansion of the atrium 
by the descent of the atrio-ventricular junction. During 
ventricular diastole venous return was augmented by the 
action of the subatmospheric intrathoracic pressure on 
the walls of the cardiac cavities. During atrial contrac- 
tion flow in the central veins was briefly arrested or even 
reversed. 

The total flow per unit time remained constant at 
different heart rates; during bradycardia most of the 
blood entered the atrium during ventricular diastole, 
whereas in tachycardia 80°% of the atrial inflow occurred 
during ventricular systole. Thus the heart possesses a 
self-regulatory mechanism for atrial filling, the inflow 
being largely passive at slow heart rates, but an active 
systolic attraction of venous blood occurring during 
tachycardia. R. A. Gregory 


DIAGNOSTIC METHODS 


717. The Significance of T-wave Inversion in Sinus 
Beats following Ventricular Extrasystoles 

R. H. MANN and H. B. BURCHELL. American Heart 
Journal [Amer. Heart J.) 47, 504-513, April, 1954. 5 figs., 
16 refs. 


The case records of 46 patients, aged 34 to 76, whose 
electrocardiogram (ECG) showed inversion of the T 
wave of the sinus beat following a ventricular extra- 
systole were analysed at the Mayo Clinic and compared 
with those of a control group consisting of 46 patients 
of the same.age and sex distribution whose ECG showed 
frequent ventricular extrasystoles with no such inversion 
of the T wave of subsequent sinus beats. Of the 46 
patients in the former group, 43 (93%) had evidence of 
heart disease: 24 were hypertensive, 14 had coronary 
arterial disease, 3 had valvular disease, one had dys- 
irophia myotonica with an abnormal ECG, and one had 
hyperthyroidism and congestive heart failure. Apart 
from the transient inversion of the T wave, the ECG of 


17 patients (37°) was grossly abnormal. In the control 
group 26 patients (57%) had signs of heart disease: 15 
were hypertensive, 10 had coronary arterial disease, and 
one had valvular disease. Inversion of the T wave of 
the sinus beat following a ventricular extrasystole was 
noted in only one lead in 30 patients, in 2 leads in 10, 
and in 3 leads in 6, without relation to the presence or 
absence of heart disease. The maximum inversion never 
exceeded 4 mm. In all but 2 of the cases inversion of 
the T wave was noted only in the sinus beat immediately 
following the extrasystole; in one it persisted for 2 and 
in another for 3 beats. 

The authors conclude that “the evidence presented 
suggests that inversion of the T wave in sinus beats 
following ventricular extrasystoles should be regarded as 
presumptive evidence of heart disease’, although the 
change is “etiologically nonspecific”. Various sug- 
gested causes of the phenomenon, such as the prolonged 
period of diastolic filling, reversal of the repolarization’ 
pattern, and reduction of coronary flow, are discussed, 
but the conclusion is reached that ** no single mechanism 
apparently suffices to account for all the observed 
changes ”’ William A. R. Thomson 


718. The Duration of the T Wave and its Relation to the 
Cardiac Rate in Healthy Adults 

D. Gross. American Heart Journal [Amer. Heart J.) 
47, 514-519, April, 1954. 7 refs. 


The duration of the T wave in Lead II was measured 
in 210 electrocardiograms from adults with no evidence 
of cardiac abnormality, tracings being selected in which 
the shape of the T wave was such that it could be 
measured accurately. There was a definite correlation 
between the duration of the T wave and the heart rate: 
thus the longest average duration (0-177 second) was 
found in the group with the lowest heart rate (51 to 60 
beats per minute), while the shortest average duration 
(0-134 second) was found in the group with the highest 
heart rate (111 to 120 beats per minute). The duration 
of the T wave was also found to be modified by its height, 
being longer when the height was greater and vice versa, 
but the two functions were not linked in any predictable 
way, whereas the correlation with the length of the cardiac 
cycle (and therefore of the Q-T interval) was quantitative. 
On the average the duration of the normal T wave is 
stated to be 0-01 second less than half the Q-T interval, 
and 0-08 second more than one-tenth of the length of 
the cardiac cycle. William A. R. Thomson 


719. A Correlation of the Spatial Vectorcardiogram with 
Right Ventricular Hypertrophy 

S. R. Evex, B. J. ALLENSTEIN, G. C. GrirritH, R. S. 
Cossy, and D. C. LEVINSON. American Heart Journal 
[Amer. Heart J.] 47, 369-382, March, 1954. 2 figs., 
12 refs. 
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CONGENITAL HEART DISEASE 


720. Atrial Septal Defect in Infants and Children 

R. B. DiseNHOouseE, R. C. ANDERSON, P. ADAms, R. 
Novick, J. JorGens, and B. Levin. Journal of Pediatrics 
[J. Pediat.] 44, 269-289, March, 1954. 4 figs., 25 refs. 


It is first pointed out that since surgical treatment of 
patients with atrial septal defect is now possible, early 
and accurate diagnosis of the condition is important. 
The authors then discuss the clinical and radiological 
features and the electrocardiogram (ECG) in 21 cases 
seen at the University of Minnesota Hospitals in which 
a diagnosis of atrial septal defect was established by 
cardiac catheterization. They also review the necropsy 
findings in 202 children with congenital heart disease, 
in 6 of whom atrial septal defect appeared to be the 
primary cause of death. 

Of the 21 patients on whom cardiac catheterization was 
carried out, 4 were infants and 17 were 2 to 16 years 
of age. The commonest presenting symptoms in the 
infants were feeding difficulties, repeated respiratory in- 
fection, and delayed growth. In some of the older 
children there was dyspnoea on exertion, but generally 
there were no symptoms. Cyanosis was rare and never 
persistent. A systolic murmur, usually most marked 
to the left of the sternum, was always present. In 6 of 
the children a systolic thrill was noted. A diastolic 
murmur was heard in 7 cases, at the left sternal border 
in 4 and at the apex in3. The differential diagnosis from 
ventricular septal defect and pulmonary valvular stenosis 
was very difficult on clinical grounds, especially in 
infancy. 

No typical electrocardiogram was observed in this 
series. Radiography, however, revealed enlargement of 
the right auricle and ventricle, dilatation of the pulmonary 
artery, and a small aortic knob. The left auricle was not 
enlarged in any of the cases. 

Cardiac catheterization was the most useful diagnostic 
aid. Atrial septal defect was considered to be present if 
the oxygen content of the blood in the right auricle was 
more than 1-9 vol. % higher than that of the blood in 
the superior vena cava. The catheter was passed into 
the left auricle in half the cases, but this was not con- 
sidered evidence of atrial septal defect unless a shunt 
from left to right could be demonstrated. In 3 cases 
surgical closure of the defect was carried out successfully, 
and the authors discuss the indications for this treatment. 

Keith Ball 


721. 
Shunts 
G. R. Morritt, H. F. Zinsser, P. T. Kuo, J. JOHNSON, 
and T. G. SCHNABEL. American Journal of Medicine 
[Amer. J. Med.] 16, 521-527, April, 1954. 2 figs., 
9 refs. 

Patients without cyanosis but with clinical evidence of 
pulmonary stenosis have hitherto generally been con- 
sidered to have isolated pulmonary stenosis with an 
intact septum. In the 6 cases of acyanotic pulmonary 


Pulmonary Stenosis with Left to Right Intracardiac 


stenosis here reported from the Hospital of the University 
of Pennsy!vania, Philadelphia, however, the presence of 


CARDIOVASCULAR SYSTEM 


a left-to-right shunt, in 4 instances through a ventricular 
and in 2 through an atrial septal defect, was confirmed 
by cardiac catheterization. The factors governing the 
direction of intracardiac shunts in such cases include the 
degree of pulmonary stenosis, the degree of compensation 
of the right ventricle and, in those with associated ventri- 
cular septal defects, the degree of dextroposition of the 
aorta. 

In the 2 patients with atrial septal defects, the right 
ventricular pressure suggested that the stenosis was not 
severe and was well compensated. The 4 patients with 
ventricular septal defects showed evidence of infundibular 
stenosis, but 2 had valvular stenosis in addition. Two 
of these, more handicapped than the others, were sub- 
jected to valvotomy by Brock’s technique, but no clinical 
improvement or change in ventricular or pulmonary 
arterial pressures resulted. It is open to question there- 
fore whether such patients should ever be submitted for 
operation. T. Semple 


722. Ebstein’s Anomaly of the Tricuspid Valve. A 
Review of the Literature and Report of 6 New Cases 

H. G@TZsSCHE and W. FALHOLT. American Heart Journal 
[Amer. Heart J.] 47, 587-603, April, 1954. 5 figs., 
15 refs. 


The authors review the findings in 16 previously re- 
ported cases of Ebstein’s congenital abnormality of the 
tricuspid valve and in 6 new cases which they here report 
from the Rigshospitalet, Copenhagen. 

Diagnosis is almost impossible on purely clinical 
examination, but is greatly aided by angiocardiography 
and cardiac catheterization. Cyanosis occurs, but 
mental and physical development are normal. In the 
central or lower praecordium a rough, loud systolic 
murmur is almost always to be heard and in 50% of 
cases a diastolic murmur is also present in the same area. 
Gallop rhythm was present in 10 of the 22 cases reviewed. 
Right bundle-branch block is usually found. On radio- 
logical examination the heart is enlarged and, owing to 
elevation of the left border, has been described as 
** square’. The pulmonary conus and arteries are not 
prominent, and the right ventricular pulsations are small. 
Diagnosis rests therefore on signs suggestive of pulmonary 
stenosis with a poor pulmonary blood flow. On cathe- 
terization, right ventricular tracings can be obtained only 
from the conus, but the pressure is not raised and there 
is no evidence of pulmonary stenosis. The right atrium 
is found to be greatly enlarged and an atrial septal defect 
may be demonstrated. H. E. Holling 


CHRONIC VALVULAR DISEASE 


723. Lingular Biopsy in Mitral Stenosis 
J. B. ENTICKNAP, B. B. MILSTEIN, and C. BAKER. Thorax 
[Thorax] 9, 58-62, March, 1954. 2 figs., 6 refs. 


Lingular biopsy was performed as a routine for pur- 
poses of research in 40 consecutive cases of mitral 
stenosis operated upon by Brock at Guy’s Hospital, 
London. The procedure was then abandoned since it 
was found not to be devoid of risk—it increased the 
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CARDIOVASCULAR SYSTEM 


incidence of postoperative pyrexia and pleural effusion, 
necrosis of the biopsy site was observed, and in one 
patient a localized abscess developed. In the present 
paper the information gained from the 40 biopsies per- 
formed is surveyed in an attempt to evaluate lingular 
biopsy as a research measure. 

It is concluded that no new evidence of clinical value 
was gained. It was shown that the degree of soft mottling 
present on the radiograph agreed fairly well with the 
degree of haemosiderosis found in the biopsy, but there 
appeared to be no correlation between the degree of 
pulmonary haemosiderosis present and the occurrence 
of haemoptysis or the degree of pulmonary hypertension, 
nor did it give any indication of the severity or prognosis 
of the disease. 

Changes found in the pulmonary blood vessels were 
proportional to the pulmonary arterial pressure as 
measured by cardiac catheterization. 

F. J. Sambrook Gowar 


724. Mitral Stenosis and Hypertension 
I. R. Gray. British Heart Journal [Brit. Heart J.] 16, 
165-170, April, 1954. 1 fig., 14 refs. 


The incidence and influence of hypertension in 200 
cases of mitral stenosis without aortic valve disease were 
studied at University College Hospital, London. Blood 
pressure was recorded at rest during the first few days 
after admission and compared with the blood pressure 
reading in 200 patients with uncomplicated peptic ulcer, 
the two groups being matched as regards age and sex of 
the patients. Hypertension—that is, blood pressure 
exceeding 150/90 mm. Hg—was present in 33 of the 
patients with mitral stenosis and in 22 of the controls, 
but the difference, although suggestive, was not statistic- 
ally significant. In both groups there was a general 
tendency for the blood pressure to rise with age. There 
was an increase in the incidence of auricular fibrillation 
in patients with mitral stenosis complicated by hyper- 
tension. The left ventricle was hypertrophied, resulting 
in a modification of the physical signs and the pattern 
of electrocardiogram of mitral stenosis. The hyper- 
tension dominated the clinical picture and was the cause 
of death in a ‘“* small number” of these cases. The 
necropsy material available appeared to indicate that 
the hypertension was usually of the essential type. 


Renal hypertension associated with mitral stenosis was ' 


rare. 
The author concludes that the prognosis in mitral 
Stenosis is not improved by concomitant hypertension. 
K. G. Lowe 


725. An Appreciation of Mitral Stenosis. Part I. 
Clinical Features. Part Il. Investigations and Results 
P. Woop. British Medical Journal (Brit. med. J.] 1, 1051- 
1063 and 1113-1124, May 8 and May 15, 1954. 16 figs., 
25 refs. 

This appreciation of mitrai disease is based on a 
detailed study of 300 patients at the Brompton Hospital, 
London, 150 of whom were submitted for operation, 
the others, for various reasons, being considered un- 
suitable for surgery. After a clinical examination, 
including radiography, fluoroscopy, and electrocardio- 
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graphy, each patient was graded according to his in- 
tolerance of effort. Phonocardiography and electro- 
kymography were also used in the investigation in some 
cases, and cardiac catheterization was performed in 207 
of them. 

One important point which emerged from the analysis 
of these cases was that once unmistakable symptoms of 
the condition have appeared, deterioration is rapid; there 
is little point, therefore, in delaying valvotomy. Pul- 
monary oedema and marked haemoptysis were found 
to be less likely if a high pulmonary vascular resistance 
had developed, but in such cases congestive failure was 
more likely to occur. Angina pectoris occurred in 8-4°% 
and was more common the more severely cardiac output 
was restricted. Winter bronchitis occurred in 28% of 
the surgical group, but could not be clearly related to 
pulmonary congestion, although it was relieved by valvo- 
tomy. Atrial fibrillation, the onset of which might be 
associated with an attack of dyspnoea, was found in 40% 
of the whole series; it was commonly associated with a 
distended left atrium and was more frequently found in 
older than in younger patients. The jugular venous pulse 
tracing was of interest in that a giant “‘a’’ wave was 
found to be indicative of either high pulmonary arterial 
pressure or tricuspid stenosis. The high venous pressure 
of congestive failure was uncommon in the absence of 
pulmonary hypertension or mitral incompetence; this 
suggests that in mitral stenosis the causes of failure are 
mechanical rather than myocardial. 

At operation it was found that the relative degree of 
stenosis and incompetence had been forecast with 
remarkable accuracy. Signs found to be in favour of 
mitral stenosis rather than mitral incompetence were a 
presystolic murmur, a mitral opening snap, and a loud 
first heart sound, but none of these signs could be used 
to estimate the degree of stenosis present. The electro- 
cardiogram (ECG) in cases of predominant mitral 
stenosis showed a widened P wave of normal or only 
slightly increased voltage, usually notched (P mitrale). 
Evidence of right ventricular preponderance was re- 
garded as an indication that the case was severe enough 
to warrant valvotomy, but the converse, of course, was 
not true. Signs found to be in favour of mitral incom- 
petence rather than stenosis were a loud mitral systolic 
murmur and a third heart sound. In no case of mitral 
incompetence was a loud first sound heard. Mitral 
incompetence was found to be a more important cause 
of left atrial enlargement than stenosis, and evidence of 
left ventricular preponderance on the ECG similarly 
suggests mitral incompetence. The quality of the peri- 
pheral arterial pulse was characteristic in cases of mitral 
incompetence, being more abrupt, with a sharper up- 
stroke and downstroke. In the left atrial tracing a v 
wave of more than 15 mm. Hg was found to suggest 
mitral incompetence, whereas a wave of less than 5 mm. 
nearly always excluded it. 

Calcification of the mitral valve was found to be a 
serious drawback to successful valvotomy. The response 
of the pulmonary circulation to exercise was not tested 
as a routine, since it was considered not to provide 
valuable information. The left atrial (pulmonary 
‘* capillary ’’) pressure usually increased with the severity 
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of the case, but it was noticed that pressures up to 35 
mm. Hg might occur without danger of pulmonary 
oedema. Pulmonary vascular resistance was rarely high 
in cases of pure mitral incompetence, but was not in- 
frequently raised in cases of combined lesions. Extremely 
high resistance, however, was very rare in anything but 
pure mitral stenosis. It is emphasized that “ the be- 
haviour of the pulmonary vascular resistance is perhaps 
the most important physiological event in mitral stenosis, 
and to a large extent determines the course and pattern 
of the disease ”’ 

Postoperative atrial fibrillation occurred in one- 
quarter of the cases. In many the rhythm returned to 
normal within 10 days, and it was found to be a mistake 
to try to restore normal rhythm with quinidine before 
the 12th day. In 95% of cases so treated normal rhythm 
was restored. Such treatment was contraindicated by 
the discovery of clots in the atrium at operation, or when 
the valvotomy had been unsatisfactory. Pyrexia of 
unknown origin was often seen for one week to one 
month postoperatively, but had no serious consequences. 
The operative result was described as excellent in 30%, 
good in 40%, fair in 15°, and poor in 9%, with a fatality 
of 6°. Redevelopment of the stenosis has been observed. 

Typical clinical findings in 8 groups of cases are de- 
scribed [for a proper appreciation of which the original 
paper must be consulted]. These groups are pure mitral 
stenosis (35°4 of cases), mitral stenosis with incom- 
petence (12-3%), pure mitral incompetence (15-6%), 
mitral disease with high pulmonary vascular resistance 
(12-6°%), mitral stenosis with extreme pulmonary vascular 
resistance (7-6%), mitral stenosis with aortic disease 
(5-6°,), and tricuspid disease (3-3°%). H. E. Holling 


726. The Lung in Mitral Disease. Mitral Broncho- 
pneumopathy. (Le poumon des mitraux. La broncho- 
pneumopathie mitrale) 

P. Soutié, P. Cuicue, J. BAILLeET, and R. PICARD. 
Presse médicale (Presse méd.| 62, 463-466, March 24, 
1954. 6 figs., 2 refs. 


The clinical and pathological findings in 55 fatal cases 
of mitral stenosis were studied with particular regard to 
pulmonary changes. At necropsy the condition de- 
scribed by Bezancon and Delarue as pneumonie reticulée 
hypertrophique was present in 21 cases, which are there- 
fore regarded as fundamentally different from the 
remainder of the series. In this group violent attacks 
of paroxysmal dyspnoea had often occurred, and winter 
bronchitis and asthma, together with a barrel-shaped 
chest, were commonly found. Characteristic radio- 
graphic appearances are described. Cardiac catheteriza- 
tion in 14 of the 21 cases showed marked elevation of 
the pulmonary arteriolar resistance; the pulmonary 
capillary pressure varied from 20 to 30 mm. Hg, and 
the right ventricular pressure from 60 to 135 mm. Hg. 
In the majority the mitral valve area was less than 
1-5 sq. cm. and well-marked right ventricular hyper- 
trophy was present, neither of these features being 
commonly found in those cases not showing the pul- 
monary changes. The lungs felt rigid and rubbery and 
the main features of their histological appearance, which 
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is described in detail, were that the alveolar septa were 
much thickened by fibroblastic proliferation, the alveoli 
being reduced in size, and that the arterioles showed 
muscular hypertrophy. 

It is concluded that this condition of the lungs is 
associated with a particularly progressive and severe form 
of mitral disease and that its presence is indicated by 
certain characteristic clinical, haemodynamic, and 
anatomical features. Keith Ball 


727. The Dynamics of Aortic Valvular Disease 

H. Go_LpserG, A. A. BAKsT, and C. P. BAILEY. American 
Heart Journal {Amer. Heart J.| 47, 527-559, April, 1954. 
10 figs., bibliography. 


Catheterization of the right heart was performed and 
continuous records of the arterial pulse made at the 
Hahnemann Hospital, Philadelphia, on 40 patients with 
aortic’ valvular disease, 26 of whom had predominant 
aortic stenosis and the others predominant regurgitation. 

At rest, cardiac output was often normal, but on 
exercise the increase in output was limited. The pul- 
monary circulation was usually normal, though co- 
existing mitral disease, left ventricular failure, or pul- 
monary vascular changes might result in an increase in 
pulmonary arterial pressure. In most cases at rest the 
arterial pressure tracings were typical of the aortic 
valvular lesion present. During performance of the 
Valsalva manceuvre in 3 cases of aortic stenosis, marked 
changes in the arterial pulse occurred: during the period 
of increased intrathoracic pressure the pulse pressure 
was reduced and the numerous peaks previously observed 
in the tracing became smoothed out; during the release 
period there was no “ overshoot ’’ of the blood pressure. 
It is stated that this observation may be of diagnostic 
value. H. E. Holling 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


728.. Methonium Compounds in the Angina of Hyper- 
tension 

A. E. and J. A. Kitpatrick. Lancet [Lancet] 
1, 905-908, May 1, 1954. 18 refs. 


At Otago. University Medical School, New Zealand, 
test injections of a methonium compound were given to 
450 patients with hypertension, 50 of whom also had 
angina pectoris; 40 of this latter group were selected for 
continuous treatment. In most cases hexamethonium 
bromide was given by subcutaneous injection according 
to the method described by Smirk (N.Z. med. J., 1953, 
52, 325), the average duration of treatment being 104 
months. The initial dose was half that usually given 
to hypertensive patients and the subsequent increase in 
dosage was cautious, spontaneous pain in the chest 
accompanying a fall in blood pressure indicating that 
the limit of safe dosage had been exceeded. In 11 of 
the 40 patients anginal pain disappeared altogether, 
generally after a few weeks’ treatment; in 22 the severity 
of the angina was reduced, but 7 patients were un- 
improved by treatment. Cardiac infarction occurred in 
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10 of the series of 450 cases; in 4 of these the patient was 
under treatment at the time of the infarction, but in 6 no 
treatment was being given. [Rather surprisingly the 
authors do not state whether these patients with cardiac 
infarction also had angina.] They believe that the relief 
of the anginal pain in this series was due to the hypo- 
tensive rather than the placebo effect of the injections, 
and that the carefully-controlled administration of 
methonium compounds to hypertensive patients with 
angina is a safe and valuable procedure. 

[It would be useful to compare the frequency of myo- 
cardial infarction in the gngina group with: (a) a com- 
parable group of hypertensive patients without angina; 
and (b) a comparable group of hypertensive patients 
with angina who had not been given a hypotensive drug. 
The necessary data are not supplied.]} 

Bernard Isaacs 


729. Ethaverine in the Treatment of Angina Pectoris 
D. P. DEGENHARDT and R. HODGKINSON. British Heart 
Journal [Brit. Heart J.| 16, 142-146, April, 1954. 
34 refs. 


Using the “ double blind’ technique the authors 
studied the value of ‘‘ ethaverine’’ (the ethyl analogue 
of papaverine) in the treatment of angina pectoris. Of 
the 22 patients, aged 43 to 68 years, included in this trial 
at the West Middlesex Hospital, Isleworth, 18 had 
hypertension. The Wassermann reaction was negative 
and the blood count was normal in all the patients. 
The duration of symptoms was | to 6 years in all except 4. 
The drug, in capsule form, was given in a dose of 400 mg. 
daily; the control capsules, which were identical in 
appearance, contained lactose. The drug and control 
capsules were each given for alternate periods of one or 
two weeks for a total of 12 weeks, but at no time did 
either patient or doctor know which preparation was 
being taken. 

The subjective effect—that is, the degree of pain 
experienced each day—was recorded by the patient, while 
the objective effect was determined by the exercise 
tolerance test. No significant difference between the 
therapeutic effect of ethaverine and lactose was observed. 
Moreover, ethaverine had no influence on blood pressure 
and did not’benefit patients with intermittent claudication. 

K. G. Lowe 


730. Diet and Coronary Disease 
J.B. DuGuiw. Lancet [Lancet] 1, 891-895, May 1, 1954. 
4 figs., 19 refs. 


The assumption that atherosclerosis represents a single 
disease process is, in the author’s opinion, an over- 
simplification of the problem, since it can be shown that 
at least two different processes may give rise to lesions 
with the essential characteristics of atherosclerosis— 
fatty change and fibrous thickening of the intima. In 
the common form of coronary atherosclerosis in man 
mural thrombi become covered with endothelium and 
incorporated into the vessel wall, subsequently under- 
going fatty change and organization into fibrous tissue. 
On the other hand in rabbits given a high-cholesterol 
diet cholesterol-laden endothelia] cells adhere to the 
intima, the endothelium grows over them, and eventually 


215 


they break down into an atheromatous mass; it seems 
probable that a somewhat similar process may occur 
in man. These processes, although pathogenetically 
distinct, are thus similar in mechanism, and both 
originate outside the vessel wall itself. 

Atherosclerotic lesions, however produced, must lead 
in the first place to a temporary reduction of the lumen 
of the vessel. But the accumulation of cholesterol in a 
vessel wall causes impairment of its elasticity so that the 
vessel usually becomes dilated, whereas the incorporation 
of a thrombus in the vessel wall does not necessarily cause 
weakening and dilatation, although the lumen may be- 
come widened again with shrinkage of the thrombus. 
Thus where narrowing of the vessels is a prominent 
feature of atherosclerosis, thrombosis is the most likely 
cause. On the other hand the thrombotic process does 
not invariably lead to vascular narrowing. The great 
majority of mural thrombi are too thin to reduce the 
lumen significantly, while repeated deposits of fibrin, 
one layer on top of another, will also reduce the elasticity 
of the vessel wall and so lead to dilatation. 

In theory, diet may influence arterial thrombosis either 
by affecting the coagulability of the blood or by causing 
fatty changes in the artery which may promote throm- 
bosis. No support for the former hypothesis has been 
obtained from cholesterol-feeding experiments in rabbits, 
and despite the extreme disorganization of the vessel 
walls produced in such animals, no thrombi are found in 
relation to the cholesterol lesions. In man, on the other 
hand, mural thrombi almost invariably occur over fatty 
intimal deposits, some of which are themselves the 
secondary products of thrombosis, while others are 
‘*“almost certainly of a primary nature, and, if not 
dependent on diet, are at least related to some distur- 
bance of the fat metabolism’. But these intimal lesions, 
although a contributing factor in mural thrombosis, are 
not the controlling factor since there is no consistent cor- 
relation between their severity and the size of the thrombi, 
whick is evidently determined by some factor in the blood. 
Experimental atherosclerosis can be produced only by 
doses of cholesterol much greater than those in the 
normal human diet; furthermore, the lesions produced 
do not lead to vascular insufficiency. The hypothesis 
that human atherosclerosis is primarily connected with 
diet therefore rests on slender foundations. Simple 
fatty change in the coronary arteries may be closely 
related to diet, but it is not primarily responsible for the 
cardiac impairment and sudden death which are asso- 
ciated with coronary thrombosis. Peter Harvey 


731. Prognosis in Coronary Heart Disease in Relation 
to the Hypoxia Test. [In English] 

H. B. BurcCHELL, C. H. KLAKEG, R. D. Prurtt, and J. 
BERKSON. Cardiologia [Cardiologia (Basel)] 24, 129-134, 
1954. 1 fig., 6 refs. 


A study of 158 patients with coronary sclerosis was 
carried out at the Mayo Clinic to determine the prog- 
nostic value of electrocardiographic changes observed 
during induced hypoxia. The patients underwent the 
test in 1941-43, 100 giving positive and 58 negative 
results, and were subsequently followed up for 5 or more 
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years. It is concluded that in the individual case the test 
is of little prognostic value, although the mortality in the 
group in which a positive result had been obtained was 
considerably higher than in the group in which it had 
been negative. C. Bruce Perry 


732. Trauma in Relation to Coronary Thrombosis: a 
Clinical Study of 42 Cases of Coronary Thrombosis 
following Trauma or Unusual Effort 

L. A. Kapp. Annals of Internal Medicine [Ann. intern. 
Med.| 40, 327-339, Feb., 1954. 30 refs. 

The possible relation of coronary thrombosis and in- 
farction to trauma, physical or mental, with its medico- 
legal implications, has long been a controversial subject. 
The present author reviews the literature and suggests 
certain criteria for establishing a causal relationship as 
follows: (1) a history of trauma or of unusual strain 
(physical effort or emotional stress) preceding the attack 
of coronary thrombosis; (2) onset of cardiac symptoms 
immediately or shortly after injury; and (3) a clinical 
diagnosis of coronary thrombosis and cardiac infarction 
which is confirmed by the pattern of the electrocardio- 
gram. On the basis of these criteria a causal relationship 
between trauma and coronary thrombosis was established 
in 13 out of 42 cases seen at the Bronx Veterans Ad- 
‘ministration Hospital, New York. The author concludes 
that coronary thrombosis following trauma is not rare or 
coincidental, as has often been suggested in the past. 

James W. Brown 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


733. Paroxysmal Auricular Tachycardia: Observations 
in 47 Cases 

G. M. Jones. Annals of Internal Medicine [Ann. intern. 
Med.] 40, 581-587, March, 1954. 15 refs. 

The author, writing from the South Western Medical 
School, University of Texas, discusses some features of 
paroxysmal auricular tachycardia, with special reference 
to 47 cases seen in private practice. The history in all 
the cases was considered sufficiently reliable to warrant 
the diagnosis—namely, a history of ** sudden onset and 
termination of rapid heart action of approximately twice 
normal rate with regular rhythm”. These 47 cases 
represented an incidence of approximately 1% in the 
practice. The incidence was about the same in men and 
women, but was higher in younger patients than in older 
ones, 25 of the patients being under 30 and only 4 being 
over 50. The heart rate was always the same in the 
same individual in recurrent attacks. Concomitant 
organic heart disease was rare. Most of the patients 
complained of a feeling of fullness in the chest, and 
some of air hunger and vague precordial pain. Anxiety 
and apprehension were noted by most patients, and 
reassurance and explanation are considered to be 
important factors in treatment. Digitalis, digitoxin, 


quinidine, methacholine (‘* mecholyl”’), or morphine 
was given to restore normal rhythm; of these drugs 
digitoxin was found to be the most effective in treatment 
once the attack had occurred, and quinidine the most 
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effective in prevention. Because of associated polyuria 
in tachycardia the author considers that in many of 
these patients, particularly the younger ones, there is an 
increase in cardiac output during an attack. He states 
that the prognosis is good except in elderly patients, in 
whom tachycardia precipitates congestive heart failure, 
and in untreated infants. E. G. Rees 


734. Effect of Banthine on the Cardiac Mechanism in 
States Associated with Increased Vagal Tone 

T. Haymonp and S. BELLET. American Journal of 
Medicine [Amer. J. Med.] 16, 516-520, April, 1954. 
4 figs., 13 refs. 


The antivagal effects of ** banthine ’’ (methantheline) 
on the heart were studied at the Philadelphia General 
Hospital (University of Pennsylvania) in 6 patients with 
electrocardiographic evidence of partial or complete heart 
block and 6 with the cardio-inhibitory type of carotid- 
sinus syncope. These effects, which include tachycardia 
and shortening of the P—R interval, were evident within 
1 or 2 minutes after the intravenous injection of 5 to 
10 mg. of the drug and lasted 2 to 6 hours. When 100 
to 400 mg. was given by mouth some effect was evident 
within 4 to 14 hours, but the tachycardia was slight and 
the P-R interval was unchanged. In all 6 cases the 
hyperactive carotid-sinus reflex was abolished during the 
period of tachycardia when the drug was given by either 
route. Partial heart block of first and second degree 
was similarly abolished, but in 2 cases with complete A-V 
dissociation the auricular rate was increased while the 
ventricular rate was unchanged. No effect was observed 
in a case of coronary-sinus rhythm, but in a case of 
Wolff—Parkinson—White syndrome the duration of the 
QRS complex was shortened from 0-12 to 0-10 second, 
whereas that of the P—R interval was unaltered. Mild 
side-effects occurred, including dryness of the mouth, 
blurring of vision, and in one instance urinary retention, 
which was promptly relieved by neostigmine. 

It is concluded that the action of banthine is limited 
to abolition of excess vagal tone, and it seems to have 
no particular pharmacological properties not possessed 
by atropine. However, therapeutically effective doses 
of banthine give rise to fewer side-effects ‘than com- 
parable doses of atropine. T. Semple 


HEART FAILURE 


Determination of the Venous Pressure in the 
Sitting Posture 

S. Gitetson. British Heart Journal (Brit. Heart 16, 
147-152, April, 1954. 2 figs., 10 refs. 


The classic methods of determining direct venous 
pressure require the patient to be in the supine position; 
they cannot, therefore, be used if the patient is ortho- 
pnoeic. The present author describes a method in which 
venous pressure is measured by inserting into an ante- 
cubital vein a large-bore needle connected to a saline 
manometer.. With a spirit level, zero point on the mano- 
meter is set 5 cm. below the 4th sternocostal junction for 
the patients in the supine position, and 4 cm. below the 
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same anatomical point for the patient in a reclining 
position with legs horizontal and the trunk at an angle 
of 45 degrees. The arm lies in the plane of the trunk, 
abducted 45 degrees. 

Venous pressure was determined in both positions in 
60 patients, 50 of whom had heart disease, at Rothschild 
Hadassah University Hospital, Jerusalem. There was 
good agreement between venous pressure in the sitting 
and that in the supine position in patients without heart 
disease, in those with mild heart failure, and in those with 
severe left-sided heart failure. In patients with severe 
right-sided heart failure, however, the venous pressure 
in the sitting position was significantly lower than that 
in the supine, though the difference tended to be less 
marked if there was associated hypertension and arterio- 
sclerosis. Serial venous pressure determinations in the 
sitting and supine positions showed changes in parallel 
during the course of the illness. K. G. Lowe 


736. Insufficient Coronary Flow and Myocardial Failure 
as a Complicating Factor in Late Hemorrhagic Shock 

S. J. SARNorFF, R. B. Case, P. E. WattHeE, and J. P. 
IsAAcs. American Journal of Physiology |[Amer. J. 
Physiol.] 176, 439-444, March, 1954. 5 figs., 17 refs. 


In experiments carried out at Harvard School of Public 
Health the pressure in both auricles, the pulmonary 
artery, and the left femoral artery was recorded during 
the hypotension produced by bleeding in anaesthetized 
dogs. The right femoral artery was connected through 
a flow-measuring device (rotameter) to an intra-aortic 
cannula in the left main coronary artery, and a pump in 
this circuit enabled the left coronary inflow to be aug- 
mented as desired. 

When haemorrhagic shock was produced, left auricular 
pressure rose progressively, but it could be reduced and 
the condition of the heart greatly improved by augment- 
ing the flow through the left coronary artery. In late 
shock, however, when the pressure had risen in the right 
as well as the left auricle, increased perfusion of the left 
coronary artery resulted in only a slight and temporary 
improvement in the condition of the heart. Administra- 
tion of “‘ aramine ”’, a sympathomimetic amine, increased 
coronary flow, lowered left auricular pressure, and 
improved cardiac contractility. It is suggested that myo- 
cardial failure due to inadequate coronary flow is a factor 
of some significance in haemorrhagic shock. 

R. A. Gregory 


BLOOD VESSELS 


737. Mondor’s Disease (Subcutaneous Phlebitis of the 
Breast Region) 

G. M. Lunn and J. M. Potter. British Medical Journal 
[Brit. med. J.] 1, 1074-1076, May 8, 1954. 2 figs., 
12 refs. 


The authors describe 5 further cases of a rare condition 
known in France as Mondor’s disease, consisting in a 
subcutaneous phlebitis and periphlebitis occurring on the 
chest wall and generally involving a vein situated between 
the anterior axillary fold and the epigastrium. In the 


early stages there may be a mild inflammatory reaction, 
while later there is felt a firm, string-like, subcutaneous 
cord, which in the course of a few weeks resolves com- 
pletely. The aetiology is obscure, and it has been re- 
ported after trauma, an influenza-like illness, carcinoma 
of the breast, and local infection. Microscopical 
examination of excised segments reveals phlebitis, with a 
very marked periphlebitis. Suppuration does not occur. 
No treatment is necessary as the disease is self-limiting. 
Peter Martin 


738. The Syndrome of Peripheral Arterial Insufficiency 
with Partial Occlusion of the Iliac Artery. A Study of 
Nine Cases 

R. S. J. L. Stemvrecp, and F. H. Leeps. 
Surgery [Surgery] 35, 598-611, April, 1954. 8 figs., 
13 refs. 


This report from the University of California School of 
Medicine describes a series of cases of partial occlusion 
of the common or external iliac artery. Characteristic- 
ally, pain on exercise always began in the calf, and then 
might spread to the thigh, hip, and buttock; the femoral 
and pedal pulses were easily palpable at rest, but the 
latter disappeared during exercise; the foot blanched on 
elevation only after exercise; muscular wasting was local 
rather than diffuse; a bruit was sometimes audible over 
the iliac artery. Oscillometry showed pulsation in the 
calf at rest which decreased with exercise. The lesion in 
the iliac artery was demonstrated in all cases by aorto- 
graphy. Other investigations included reflex heating 
tests, which gave normal results, and pulse records, which 
showed the diminution with exercise. The rate of 
clearance of radioactive iodine (!3!I) from muscle 
before and after exercise was also determined, but was 
not regarded as differing from the rate found in normal 
controls. 

Lumbar sympathectomy was performed on 6 patients. 
It did not alter the behaviour of the pulses and is stated 
not to have improved exercise tolerance [although in the 
only case history given the patient reported that his 
walking distance had improved after operation]. 

C. J. Longland 


HYPERTENSION 


739. The Blood Flow and Oxygen Consumption of the 
Brain in Patients with Essential Hypertension before and 
after Adrenalectomy 
J. H. HAFKENSCHIEL, C. K. FRIEDLAND, and H. A. ZINTEL. 
Journal of Clinical Investigation {J. clin. Invest.] 33, 57-62, 
Jan., 1954. 19 refs. 


At the Hospital of the University of Pennsylvania, 
Philadelphia, the cerebral circulation of 7 patients with 
severe essential hypertension was studied before and 
after a reduction in blood pressure had been achieved 
by means of 90% adrenalectomy, alone or in combination 
with sympathectomy. The mean cerebral oxygen con- 
sumption, jugular venous oxygen content, and jugular 
venous oxygen tension were found to be essentially un- 
changed, and cerebral blood flow to be slightly increased 
after adrenalectomy, while the cerebral vascular resis- 
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tance, which is increased in essential hypertension, was 
reduced. The reduction in cerebral vascular resistance 
and mean arterial pressure appeared to be greater after 
combined sympathectomy and adrenalectomy than after 
sympathectomy alone. Norval Taylor 


740. Cerebral Oxygen Consumption in Essential Hyper- 
tension 

J. H. HAFKENSCHIEL, C. W. CRUMPTON, and C. K. FRIED- 
LAND. Journal of Clinical Investigation [J. clin. Invest.] 
33, 63-68, Jan., 1954. 1 fig., 19 refs. 


In 101 patients with essential hypertension studied at 
the Hospital of the University of Pennsylvania, Phila- 
delphia, the cerebral oxygen uptake was found to be 
within the same range as that of normal subjects. There 
was no significant difference in cerebral oxygen uptake 
or blood flow between hypertensive patients of different 
age or sex, or with differences in the severity of the disease, 
or in the various arterial blood constituents. Cerebral 
blood flow was found to vary directly with cerebral 
oxygen consumption and inversely with cerebral vascular 
resistance, but there was no evidence of a causal relation- 
ship. Norval Taylor 


741. The Edward Stirling Lectures. Lecture I: Treat- 
ment of Hypertension 

J, G. Haypben. Medical Journal of Australia [Med. J. 
Aust.| 1, 693-698, May 8, 1954. 19 refs. 

742. Studies on ‘* Essential’? Hypertension. V. An 
Endocrine Hypertensive Syndrome 

H. A. SCHROEDER and D. F. Davies. Annals of Internal 
Medicine {Ann., intern. Med.| 40, 516-539, March, 1954. 
3 figs., 28 refs. 


Several distinct varieties of ** essential *’ hypertension 
are generally recognized. In this paper the authors 
describe in great detail the type often known as “ pseudo- 
Cushing's syndrome which is characterized by endo- 
crine disturbances and occurs only in women. Four 
features are fairly constantly found—central obesity, 
menstrual irregularities or disease of the genital system, 
hypertension, and a low concentration of sodium chloride 
in the sweat—together with a variety of other changes, 
many of which are those of Cushing’s syndrome, although 
no patient examined by the authors exhibited all the 
cardinal signs and symptoms of that condition. From 
their experience at the Hypertension Clinic of Washing- 
ton University and at Barnes Hospital, Saint Louis, 
Missouri, the authors estimate that patients belonging 
to this category make up approximately 20% of the total 
female hypertensive population. 

In 40 cases regarded as being of .this type the onset 
was characteristically associated with some gynaeco- 
logical disturbance—menarche, marriage, menopause, 
tumours, Operations, or irregularity of the menses. A 
rapid rise in weight occurred, often of the order of 40 Ib. 
(18 kg.) in a year. Obesity was central and responded 
very poorly to dietary restriction. The degree of hyper- 
tension varied from minimal to very severe, the highest 
figure given being 300/150 mm. Hg. At necropsy in 5 
cases all the classic sequelae of hypertension were seen. 


CARDIOVASCULAR SYSTEM 


Seven tables are given, summarizing the clinical and 
pathological features of the 40 cases studied and com- 
paring them with those of the closely similar condition 
of adrenal cortical hyperfunction, together with full 
reports (with photographs) of 3 illustrative cases. 

H. David Friedberg 


743. Syndrome Simulating Collagen Disease Caused by 
Hydralazine (Apresoline) 

H. M. Perry and H. A. SCHROEDER. Journal of the 
American Medical Association [J. Amer. med. Ass.] 154, 
670-673, Feb. 20, 1954. 1 fig., 8 refs. 


Toxic manifestations were observed in 17 out of 211 
patients at Barnes Hospital, St. Louis, Missouri, who 
were receiving hexamethonium chloride and hydrallazine 
for hypertension. Regression and exacerbation of toxic 
symptoms coincided with the withdrawal and _ re- 
administration of hydrallazine. The reactions appeared 
within 2 to 20 months of the start of treatment after a 
total dose of 25 to 350 g. had been given. 

Arthralgia was\common and was usually associated 
with an abnormal response to plasma flocculation tests. 
Other toxic manifestations were pyrexia, an increase in 
the erythrocyte sedimentation rate, haematuria, adeno- 
pathy, albuminuria, hyperglobulinaemia, leucopenia, and 
splenomegaly. 

Three cases, in which the clinical picture was of tran- 
sient arthralgia, rheumatoid arthritis, and disseminated 
lupus erythematosus respectively, are described in detail. 
There was complete remission of symptoms in the first 
2 cases when administration of hydrallazine was dis- 
continued, but not in the third case, in which lupus 
erythematosus cells were found in the blood on several 
occasions. Nigel Compston 


744. Prolonged Hypotensive Reaction to Hexamethonium 
G. WALKER, L. Levy, A. HYMAN, and R. ROMNEY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 154, 1079-1080, March 27, 1954. 


745. Excretion of Noradrenaline in Urine in Hyper- 
tension. [In English] 

U. S. von Euter, S. HELLNER, and A. PURKHOLD. 
Scandinavian Journal of Clinical and Laboratory Investi- 
gation {Scand. J. clin. Lab. Invest.] 6, 54-59, 1954. 1 fig., 
16 refs. 


The urinary excretion of noradrenaline in 500 patients 
(159 males and 341 females) with essential hypertension 
was studied at the Faculty of Medicine, Stockholm. It 
was found that in 331 (66°) of the patients the nor- 
adrenaline excretion was less than 57-6 yg. in 24 hours 
—that is, it was within normal limits. In 87 (17-4%) it 
ranged from 57-6 to 86-4 yg.; in the remainder there 
was a definite increase, more than 86-4 jg. being excreted 
in 24 hours. The lower values were found in males and 
females in fair proportions, but of 24 patients excreting 
more than 144 yg. in 24 hours, 20 were females and 4 
were males. It is suggested that the increased secretion 


of noradrenaline observed in some of these cases is of 
neurogenic or vasomotor origin. 


G. B. West 
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746. Haemolytic Disease of the Newborn Caused by a 
New Rh Antibody, Anti-C* 

F. STRATTON and P.H. RENTON. British Medical Journal 
[Brit. med. J.| 1, 962-965, April 24, 1954. 7 refs. 


An Rh-positive woman (CDe/cDE) in her third preg- 
nancy gave birth to a boy of 8 Ib. 2 oz. (3-7 kg.) who 
started to show signs of acute haemolytic anaemia on 
the 10th day of life. At 18 days the haemoglobin 
content of the baby’s blood was only 22% (3-3 g. per 
100 ml.), and the direct Coombs test was positive. The 
child recovered after four blood transfusions. 

Saline and albumin agglutination tests and the Coombs 
test were carried out with the mother’s serum against 
3,931 blood samples from healthy donors and 4 gave 
positive results. Serological investigation of these 
samples and of the blood of members of the original 
family and four others showed that the cells which gave 
positive results with the mother’s serum were all of type 
CDe/cde, CDe/cDE, or CDe/CDe, the C antigen being 
modified and given the designation C*. This newly 
discovered antigen appears to be derived from a modifi- 
cation or mutation of the gene C. Unlike C¥, D¥, or E¥, 
but like Cw, this antigen reacts specifically and charac- 
teristically with its antiserum. The mother’s genotype 
was CDe/cDE and she was immunized by a foetus which 
inherited the C* gene from its father, whose genotype 
was C*De/cde. 

The great interest of the case reported lies in the fact 
that C* differs so greatly from C that the mother was able 
to become immunized against C*. The authors stress 
the necessity of testing the husband's cells directly with 
the maternal serum in suspected cases of haemolytic 
disease. John Murray 


ANAEMIA 


747. Treatment of Pernicious Anaemia with very Small 
Quantities of Pyloric Mucosa and Vitamin B,> 

E. MEULENGRACHT. British Medical Journal [Brit. med. 
J.] 1, 838-841, April 10, 1954. 7 figs., 13 refs. 


At the Bispebjerg Hospital, Copenhagen, 3 groups of 
patients with untreated Addisonian anaemia received, 
respectively, small quantities of dried pyloric mucosa of 
the pig, the same substance combined with small quanti- 
ties of vitamin B,;2, and a commercially-prepared pre- 
paration of pyloric mucosa and vitamin B;2, administra- 
tion being by mouth in all cases. 

Of the first group of 12 patients, 9 received 0-3 g. and 
3 received 0-6 g. of dried mucosa daily. In the majority 
there was a definite but sub-optimal response. It was 


not possible, however, to demonstrate the superiority of - 


the higher dosage or to show that the treatment was 
more effective when given with meals. In the second 
group of 10 patients a mixture of hog mucosa (0-1 g.) 


Haematology 


and vitamin B;2 (5 zg.) was given three times a day to 
3 patients, twice a day to one, and once a day to 6. 
In most of the cases the rise in the erythrocyte count 
and in the percentage of reticulocytes was near the 
optimum. Satisfactory results were obtained in the 
third group of 16 patients who received a commercial 
preparation in a dosage of one capsule containing 0-05 g. 
of dried mucosa and 5 yg. of vitamin b;2 three times 
a day. The author recommends that in the routine 
treatment of pernicious anaemia twice this dosage should 
be given. 

The maintenance dosage of the commercial preparation 
has yet to be determined. The author emphasizes that 
pig pylorus is a rich source of intrinsic factor from which 
active preparations can be prepared commercially without 
undue difficulty or cost. A. Brown 


748. Treatment of Pernicious Anaemia with. Oral 
Vitamin B,>. without Known Source of Intrinsic Factor 
J. N. M. CHALMERS and Z. M. HALL. British Medical 
Journal [Brit. med. J.) 1, 1179-1181, May 22, 1954. 
2 figs., 21 refs. 


In an investigation at St. George’s Hospital, London, 
vitamin B;2 in a single massive dose ranging from 1,000 
to 9,000 yg. was given by mouth to 4 patients with 
pernicious anaemia in relapse and to 3 patients with 
megaloblastic anaemia following gastrectomy. Only one 
of these patients was given the minimum quantity of 
1,000 ng. The other 6 patients, receiving doses between 
2,000 and 9,000 yg., showed an initial haematological 
response similar to that obtained with a single intra- 
muscular injection of 20 to 100 jg. of vitamin By. 

A further 5 patients with pernicious anaemia in relapse 
were given daily doses of 50 yg. of vitamin Bi2 for 14 
days. The vitamin was given at midnight, the patients 
taking no food or drink between 6 p.m. and 6 a.m. In 
all cases a satisfactory rise in the erythrocyte count 
occurred by the 15th day, although the maximum 
reticulocyte response was not optimal and was of the 
prolonged plateau type. The bone-marrow smears 
were reported as being “ essentially normoblastic ’’ on 
various days during the second week. Only one case 
was followed up; in this case haematological remission 
was maintained for 18 months on no other treatment 
than 50 yg. of vitamin B;2 by mouth every night before 
retiring. An additional patient was given the same daily 
dose, but after his midday meal. In this case the hae- 
matological response was inferior to’ that of the other 
patients. These observations, taken in conjunction with 
the effects of oral vitamin B,2 already recorded in the 
literature, lead the authors to suggest that the fasting 
state may facilitate the absorption of vitamin B;2 from the 
alimentary tract in the absence of intrinsic factor. 

In order to test the possibility that a surface agent, 
polyoxyethylene sorbitan monolaurate, might promote 
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absorption of vitamin B;2, 2 further patients with per- 
nicious anaemia were given daily while fasting 0-2 g. 
of this substance together with 50 yg. of vitamin Bi2. 
The results were, in general, similar to those obtained 
with administration of vitamin B;2 alone, although the 
maximum reticulocyte responses were relatively higher. 
According to the authors, however, the surface agent 
did not appear to be of value in aiding the absorption 
of vitamin Bj>. L. J. Davis 


749. The Citrovorum Factor in Nutritional Macrocytic 
Anemia 

M. S. NARAYANAN, R. KALAMEGHAM, and V. RAMA- 
LINGASWAMI. Indian Journal of Medical Sciences (Indian 
J. med. Sci.] 8, 131-141, March, 1954. 4 figs., 26 refs. 


The effect of citrovorum factor and of vitamin B;2 
in the treatment of nutritional macrocytic anaemia with 
megaloblastic bone marrow is described. The patients, 
5 men and 2 women, all Indians aged 22 to 47 years, 
belonged to the poorest section of the community, and 
their diet was deficient in both calories and essential 
nutrients. In all the cases free hydrochloric acid was 
present in the gastric secretion after histamine stimula- 
tion. A single intramuscular’ injection of 24 mg. of 
citrovorum factor to 5 patients was followed by a prompt 
but temporary haematological response, which continued 
for 2 weeks. During the 3rd week, however, the erythro- 
cyte count and the haemoglobin value began to fall, 
coinciding with clinical relapse. In 2 patients given an 
intramuscular injection of 120 yg. of vitamin Bi2 the 
response was prompt and sustained, the blood picture 
continuing to improve after 2 weeks. 

The authors consider that the limited response to 
citrovorum factor supports the view that this factor in 
large doses has a mass action which forces complete 
utilization of small reserves of vitamin B;> already in 
the tissues, but that it is inert haematologically when 
these are exhausted. Mary D. Smith 


750. Crises in Congenital Spherocytic Anaemia 
(Acholuric Jaundice) 

J. L. EMery and D. W. Lemmon. British Medical Journal 
[Brit. med. J.] 1, 737-740, March 27, 1954. 5 figs., 
18 refs. 


At the Children’s Hospital, Sheffield, 3 children suf- 
fering from spherocytic haemolytic anaemia were 
examined during 4 haematological crises. These were 
observed to be associated with hypoplasia of the bone 
marrow and diminution in the reticulocyte count of the 
peripheral blood; when recovery took place the bone 
marrow resumed its normal hyperplastic normoblastic 
reaction, with a peripheral reticulocytosis. No evidence 
was found of incréased haemolysis during the crises. 

The authors discuss the underlying cause of this hypo- 
plasia of the marrow and subscribe to the view that it is 
due to the effect of an infection upon bone marrow in a 
state of profound compensatory hypertrophy as a result 
of long-standing spherocytic haemolytic anaemia, the 
diversion of essential protein under the influence of the 
infection leading to a relatively acute deficiency resulting 
in aplasia. John F. Wilkinson 


LEUKAEMIA 


751. The Effect of 1,4-Dimethanesulfonyloxybutane 
(GT-41 or Myleran) upon Leukemia 

N. L. Perrakis, H. R. BieERMAN, K. H. KELty, L. P. 
Wuite, and M. B. SHIMKIN. Cancer [Cancer (N.Y.)] 
7, 383-390, March, 1954. 5 figs., 10 refs. 


The authors report the results obtained with 1:4-di- 
methanesulphonyloxybutane (‘‘ myleran’’) in the treat- 
ment of 11 patients with chronic myeloid leukaemia, 
2 with acute myeloblastic leukaemia, 1 with unclassified 
stem-cell leukaemia, 3 with monocytic leukaemia, 2 with 
multiple myeloma, and 2 with nasopharyngeal carcinoma: 

The drug was usually given by mouth in an initial 
dose of 100 to 150 mg. over a period of 4 to 6 days, 
later reduced to a maintenance dose of 6 to 20 mg. once 
a week. In a few instances 10 to 60 mg. was given 
intravenously. No gastrointestinal or other toxic effects 
were noted. There was some initial clinical improve- 
ment in 8 of the patients with chronic myeloid leukaemia, 
but resistance to the drug eventually developed in most 
cases. No significant effect was observed in other forms 
of leukaemia nor in the cases of myeloma and naso- 
pharyngeal carcinoma. 

[Although the authors conclude that myleran is a 
useful therapeutic agent in myeloid leukaemia, its action 
appears to be temporary and to resemble closely that of 
urethane. Irradiation would seem to be the most 
generally useful form of therapy available at present.] 

D. G. Adamson 


752. Widespread Acute Necrosis of the Liver following 
Sulfonamide Therapy in Patients with Leukemia 

K. V. LopGe and A. S. Woopcock. American Journal 
of Pathology (Amer. J. Path.] 30, 361-373, March-April, 
1954. 8 figs., 19 refs. 


Hepatic necrosis, either focal or massive, is a well- 
known, though infrequent, complication of sulphonamide 
therapy; it is not a recognized complication of leukaemia. 
The authors, working at Manchester University, found 
extensive acute hepatic necrosis at necropsy on 3 patients 
with leukaemia, and inquiry revealed that all 3 had 
received a sulphonamide shortly before death. In the 
first case, a child of 8 with acute lymphatic leukaemia 
had been given two courses of “ sulphamezathine ” 
(sulphadimidine) for a sore throat about 3 weeks before 
death; the liver showed severe diffuse necrosis. In the 
second case, a man of 24 with lymphatic leukaemia had 
had a course of sulphathiazole for a boil on the neck 
24 months before death; in the liver there were extensive 
necrotic areas in addition to areas of leukaemic infiltra- 
tion. In the third case, a man of 75 with lymphatic 
leukaemia had received a sulphonamide [not specified] 
for pulmonary symptoms a few days before death; at 
necropsy many areas of focal necrosis were found in 
the liver. No other cause for the necrosis in these 3 
cases was discovered. 

The authors reviewed their findings at necropsy in 97 
cases of leukaemia; there was a history of sulphonamide 
therapy in 4 but no unusual liver damage. In none of 
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the remaining 93 cases was there any evidence of necrosis 
of the liver. They conclude that antibiotics, not sul- 
phonamides, should be given in the treatment of infec- 
tions in patients with leukaemia. M. C. G. Israéls 


753. Erythroleukemia, with Special Emphasis on the 
Acute or Incomplete Variety. Report of Five Cases 
W. J. MARTIN and E. D. Bayrp. Blood [Blood] 9, 321- 
339, April, 1954. 7 figs., 39 refs. 


The authors describe 5 cases of erythroleukaemia seen 
at the Mayo Clinic between 1948 and 1953. The patients 
were 19 to 73 years of age, and 4 of them were women. 
One patient survived 6 years, 2 died within 13 months, 
one was not traced, and one was still living at the time 
of writing. The clinical manifestations of the disease 
were protean, but all the patients had anaemia with 
primitive leucocytes and nucleated erythrocytes in the 
peripheral blood. There was exuberant erythropoiesis 
in the bone marrow with frequent mitoses and large 
multinucleated polychromatic erythrocyte precursors, 
which often resembled megaloblasts. Thrombocyto- 
penia was present in 4 cases and in 3 there were overt 
haemorrhagic manifestations. The changes in the leuco- 
cytes were those of leucopenic myeloid leukaemia. 

P. C. Reynell 


BLOOD TRANSFUSION 


754. Post-transfusion Survival of Red Cells Stored at 
-20° C. 

H. H. Crawrorp, M. CutsusH, and P. L. 
Mo.Lison. Lancet [Lancet] 1, 852-858, April 24, 1954. 
7 figs., 20 refs. ; 


This investigation was carried out at the Postgraduate 
Medical School of London in continuation of the work 
of Chaplin and Mollison (Lancet, 1953, 1, 215; Abstracts 
of World Medicine, 1953, 14, 225) on the prevention of 
haemolysis in erythrocytes stored in vitro at —20° C. by 
the addition of glycerol. Erythrocytes were obtained 
from donors’ blood taken into A.C.D. (disodium citrate 
and dextrose) solution, and packed by centrifugation. 
To each bottle of about 230 ml. of packed cell suspension 
an equal volume of one of the following mixtures was 
added: (I) 5% trisodium citrate, 40 volumes-+ glycerol, 
60 volumes; (ID) 5-5% tripotassium citrate, 60 volumes 
+glycerol, 40 volumes; (III) a buffered tripotassium 
citrate-glycerol mixture; or (IV) supernatant citrated 
plasma, 150 ml.+glycerol, 90 ml.+30% trisodium 
citrate, 9 ml. Changes in cell volume, intracellular 
sodium and potassium concentrations, and osmotic 
fragility of the erythrocytes were estimated after storage 
for about 3 months at —20° C. in these mixtures and, 
after removal of the glycerol, the survival of the erythro- 
cytes in vivo was estimated. Similar experiments were 
also carried out with erythrocytes from heparinized 
blood, in which, however, only the tests in vitro were 
performed. 

The erythrocytes from heparinized blood showed in 
vitro a rate of spontaneous haemolysis of about 15% 
after a year’s storage in final concentrations of glycerol 
of 30% (w/v) or more. Decreasing the concentration 
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of glycerol led to an increase in the rate of haemolysis. 
After a year’s storage in 3% sodium citrate or 3% 
potassium citrate, the rate of haemolysis was the same; 
however, when part of the sodium citrate was replaced 
by citric acid the rate of lysis was slightly diminished. 
Erythrocytes stored for a year at — 20° C. in any buffered 
citrate-glycerol mixture reacted specifically with blood- 
grouping sera, although their reaction was sometimes 
weaker than that of fresh cells. 

Survival in vivo of the erythrocytes stored in the 
various solutions was as follows: (I) After only 3 weeks’ 
storage at —20°C. the proportion surviving 24 hours 
after transfusion had fallen to 70%, and a further fall 
occurred rapidly after longer storage. (II) The average 
survival was only slightly higher than that of cells stored 
in Solution I. (IIL and IV) The viability of these cells 
was far greater than that of cells stored in Solutions I 
and II, survival being 90% or more when tested during 
the first 12 weeks’ storage, but thereafter diminishing 
more rapidly, possibly owing to the fact that chemical 
change is not arrested at —20°C.; it has been demon- 
strated that dextrose is in fact slowly utilized under these 
conditions. Washing in saline did not affect the viability. 
The essential factor contained in these solutions which 
determines the higher survival rate is considered to be 
the buffer. Kate Maunsell 


755. Experimental Studies of Circulatory Derangement 
following the Massive Transfusion of Citrated Blood. 
Comparison of Blood Treated with A.C.D. Solution and 
Blood Decalcified by Ion Exchange Resin 

N. NAKASONE, E. WATKINS, C. A. JANEWAY, and R. E. 
Gross. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 43, 184-195, Feb., 1954. 6 figs., 
10 refs. 


During experiments at Harvard Medical School with 
a rapid-flow artificial kidney several of the animals died 
within a few minutes of the start of dialysis. The donor 
blood used to fill the chambers of the artificial kidney 
had been treated with anticoagulant acid citrate dextrose 
solution U.S.P. (A.C.D. solution), and when this blood 
flowed rapidly into the animal the excess citrate it con- 
tained resulted in haemodynamic changes (a fall in the 
arterial pressure and in stroke volume, a rise in peripheral 
resistance, and pulse alternation), and changes in the 
electrocardiogram typical of hypocalcaemia, including 
prolongation of the Q-T interval and QT-PT ratio, 
T-wave depression, and reduction of P-wave voltage. 
Intravenous infusion of A.C.D. solution had the same 
effect. The slower the rate of infusion the higher was 
the cumulative citrate dosage required to produce com- 
parable changes, as would be expected from experimental 
evidence that citrate is rapidly metabolized in the body. 
No haemodynamic and electrocardicgraphic changes 
were observed when infusions of calcium chloride solution 
and citrate solution were given simultaneously. Trans- 
fusion of blood rendered hypocalcaemic by treatment 
with ion-exchange resin was without adverse effect on 
the circulation, because calcium was mobilized sufficiently 
rapidly from reservoirs to maintain nearly normal serum 
calcium levels. K. G. Lowe 
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756. Erythromycin Therapy of Respiratory Infections. 
Il. Effects of Varying Durations of Therapy of Strepto- 
coccal Infections on Eradication of Streptococci and on 
Formation of Antistreptolysin O 

T. H. HaiGurt, S. R. ZieGrRA, and F. H. KAHN. Aniti- 
biotics and Chemotherapy [Antibiot. and Chemother.] 
4, 439-450, April, 1954. 2 figs., 27 refs. 


In an earlier investigation it was found that a dose of 
1-2 g. of erythromycin daily for 10 days was highly effec- 
tive in eradicating the B-haemolytic streptococcus from 
the nose and throat of patients with scarlet fever. 
In the present paper the authors describe a further trial 
of this drug in a smaller dosage and for shorter periods 
in 114 cases of sore throat, exudate on the pharynx, 
tender cervical lymph nodes, and pyrexia. The infection 
in all except 6 cases was thought to be due to group-A 
streptococci; no case of scarlet fever was included. 
The patients were divided into three equal groups. The 
drug was given in a dosage of 200 mg. every 6 hours, 
but the first group was treated for 3 days, the second 
for 5 days, and the third for 7 days. 

The clinical results were similar in the three groups, 
but there were bacteriological and serological differences. 
In those treated for 3 or 5 days the incidence of positive 
cultures rose steadily after treatment ceased until by 
the 21st day cultures were positive in 45%; only 13% 
of those treated for 7 days had a positive culture at 
that time. Erythromycin appeared to inhibit the forma- 
tion of antistreptolysin O more markedly when treat- 
ment was given for 5 or 7 days than when it was given 
for 3. Mild gastrointestinal symptoms, which occurred 
in 11 patients, were not severe enough to call for cessation 
of treatment. J. R. Bignall 


757. Inhalation of Dihydrostreptomycin Dust 
Treatment of Diseases of the Respiratory Tract 
M. Karp, E. E. Avery, T. R. Hupson, and J. R. HEAD. 
Diseases of the Chest [Dis. Chest] 25, 278-285, March, 
1954. 1 fig., 5 refs. 


Experience with an aerosol of dihydrostreptomycin 
dust in the treatment of diseases of the respiratory tract 
is described in this paper from Wesley Memorial Hospital 
(Northwestern University Medical School), Chicago. 
A simple portable inhaler containing 50 mg. of dihydro- 
streptomycin was used, each patient inhaling the contents 
of 6 (300 mg.) a day. A total of 342 patients were 
treated, those with mild upper respiratory tract infection 
for 3 days and those with bronchitis and bronchiectasis 
for 10 days. All the 125 patients with bronchiectasis 
improved. The results in cases of tuberculous endo- 
bronchitis and of allergy were, however, disappointing. 
The drug appeared to destroy all the Gram-negative and 
some of the Gram-positive organisms. Although some 
of it was absorbed by the blood it had mainly a topical 
effect. The particles of dihydrostreptomycin dust spread 


in the 


over the main bronchial segments, but penetration as far 
as the bronchioles was not established. 

The authors state that the dust is non-irritant and is 
not unpleasant; it induced allergic symptoms in only 
1-7% of the cases. They consider that it is superior to 
penicillin dust and eminently suitable for the treatment 
of out-patients over prolonged periods, especially those 
with bronchiectasis. Paul B. Woolley 


758. Empyema as a Complication of Bland Pulmonary 
Infarction: Consideration of the Problem and Report of 
Five Cases 

J. C. Harvey and D. C. SABiston. Annals of Internal 
Medicine [Ann. intern. Med.] 40, 285-289, Feb., 1954. 
5 refs. 


Reports in the literature indicate that while empyema 
following bland pulmonary infarction is rare, when it 
does occur the mortality is high. This is because there is 
usually concomitant heart failure, and the patients are 
critically ill from the underlying cardiac disorder. Pyl- 
monary infarction is most common in the right lower 
lobe, and the signs and symptoms are classic. 

In 5 cases seen at Johns Hopkins Hospital, Baltimore, 
between 1949 and 1952 a localized empyema appeared 
late in the course of the illness, being preceded by fever, 
leucocytosis, and in 3 cases by more severe cardiac 
failure. Treatment consisted in open drainage with rib 
resection and administration of antibiotics. Four of the 
patients recovered. James W. Brown 


759. Mediastinal Cysts of Fore-gut Origin Associated 
with Vertebral Abnormalities 

M. FAtiton, A. R. G. Gorpon, and A. C. LENDRUM. 
British Journal of Surgery (Brit. J. Surg.] 41, 520-533, 
March, 1954. 19 figs., bibliography. 


The authors describe 2 cases of mediastinal cyst, the 
first of which, in a male aged 22, extended in the posterior 
mediastinum from the root of the neck to the diaphragm, 
lying behind the oesophagus. During the operation for 
its removal a bony ridge was felt on the bodies of the 
lower cervical vertebrae, and postoperative radiography 
showed fusion of the bodies of C5, 6, and 7. On histo- 
logical examination the wall of the cyst was found to 
have a muscular coat, a well-marked muscularis mucosae, 
and a lining mainly of columnar ciliated epithelium. 
Auerbach’s and Meissner’s plexuses were present. In 
the second case, that of a boy aged 24, a cyst was 
removed from the left paravertebral gutter. Radio- 
graphy showed failure of fusion of the vertebral arches 
of C5 and 6. This cyst also had a muscular coat and 
muscularis mucosae, but it was lined by non-ciliated, 
mucus-secreting, columnar epithelium, with one plaque 
of thick mucous membrane resembling that found in the 
pyloric part of the stomach. Only Auerbach’s plexus 
was found. 
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In a review of the literature the authors note that out 
of a total of 65 reported cases of mediastinal cyst of 
enteric origin, a mesenteric cyst or duplication of the 
small gut was also present in 8 cases, and downward 
penetration of the diaphragm in 6, while several cases of 
duplication of the gut with upward penetration have been 
reported. In 18 of the 65 cases abnormalities were found 
in the bodies of the vertebrae, such as spina bifida anterior 
and hemivertebra, and in several other cases less definite 
lesions of the vertebrae are mentioned. 

The authors therefore recognize a triad consisting of 
mediastinal cyst, mesenteric cyst or duplication of gut, 
and vertebral abnormalities. The essential lesion is 
believed to be a failure of the notochord properly to 
separate from the dorsal surface of the gut in early 
embryonic life. It is suggested that the notochord may 
pull out a “* traction diverticulum * of endoderm during 
the separation, this diverticulum forming a duplication 
or a cyst of the gut. The vertebral anomalies are pre- 
sumed to be the result of consequent interference with 
the normal process whereby the developing vertebral 
bodies envelop the notochord. The clinical implications 
of these hypotheses are discussed. D. B. Moffat 


LUNGS AND BRONCHI 


760. Seme Clinical Aspects of Bronchial Obstruction 
R. N. JoHNsToN, T. M. Witson, B. M. OaiILvie, and 
T. H. L. Rosser. British Medical Journal [Brit. med. J.} 
1, 799-801, April 3, 1954. 19 refs. 


In a preliminary investigation at the Brompton 
Hospital, London, of the signs and symptoms produced 
by bronchial obstruction, one of the authors found that 
a localized rhonchus was to be found in 39 out of 100 
cases of bronchial obstruction confirmed by broncho- 
scopy and that 28 of the patients were aware of a localized 
wheeze in the chest. To obtain further information and 
to eliminate personal bias it was decided that 3 clinicians 
should question and examine independently a random 
group of patients undergoing bronchoscopy whose past 
records and x-ray findings were unknown to them. The 
findings in the first 50 patients with bronchial obstruction 
as shown by bronchoscopy (Group A) were then com- 
pared with those in the first 50 in whom no evidence 
of obstruction was found (Group B). 

In regard to the symptoms, cough was universal in 
Group A, and recent alteration in its character, although 
a rare symptom, was found only in this group. Dys- 
pnoea was found in both groups, and in Group A was 
naturally more pronounced when a main bronchus was 
involved. A localized wheeze of which the patient was 
aware was present in 22 cases in Group A compared 
with 8 in Group B; every patient in the former group 
localized it to the correct side, and 9 to the region 
involved. Lying on the affected side usually aggravated 
the wheeze—a symptom not found with ill-defined 
wheezing—as also did forced expiration, which can 
be shown bronchoscopically to cause bronchial narrow- 
ing. No real correlation could be found between the 
presence of localized wheezing and the size of the bron- 


chus involved; it would appear, however, to be more 
common in tuberculous endobronchitis than in car- 
cinoma. Pain in the chest and sputum retention were 
not diagnostically valuable symptoms. 

In regard to the physical signs, a localized reduction 
of air entry was found to be of diagnostic importance. 
A localized rhonchus was heard in 26 cases in Group A, 
and in 20 of these it was made more obvious by forced 
expiration and change of posture. These rhonchi were 
usually situated parasternally; there was no significant 
difference in their incidence between cases of partial and 
cases of complete block, or between cases of different 
aetiology. Paul B. Woolley 


761. Applications of Aspiration Lung Biopsy, with a 
Review of the Literature 

C. R. Woo rr. Diseases of the Chest [Dis. Chest] 
25, 286-301, March, 1954. 4 figs. 

The literature on aspiration biopsy of the lung is 
reviewed, and a series of 94 biopsies performed on 73 
patients (most of them coloured) at the New Somerset 
Hospital, Cape Town, is discussed. The biopsy needle, 
9 cm. long (18 gauge) with a _ well-fitting stylet, was 
introduced through a small skin incision. No _ pre- 
medication was given, but a local analgesic was used to 
infiltrate the skin, underlying muscle, and the pleura. 
Lung material was obtained by suction with a 20-ml. 
syringe, and smears made on glass slides. In 7 
instances biopsy was performed after death. Haemop- 
tysis occurred in 29 instances and pneumothorax in 8. 
Slight pain was noted in 10, being associated with a. 
pneumothorax in 7. One patient died, probably as the 
result of air embolism. The author states that com- 
plications usually occur within 5 minutes, and that the 
upper lobe is more vulnerable than the lower. 

In a discussion of the results of examination of this 
biopsy material the author excludes the 4 instances in 
which hepatic cells were found and one in which splenic 
cells were seen. Biopsy was performed on the normal 
lung of 10 patients and in 3 cases post mortem, and from 
the bacteriological findings the author suggests that the 
normal lung.is sterile but is rapidly invaded by organisms 
after death. A total of 29 biopsies was carried out for 
diagnostic purposes, the disease conditions including 
tuberculosis, ‘‘ unusual pneumonias”, and pulmonary 
infarction. It was generally necessary to consider the 
clinical history of the patient as well as the biopsy 
findings before the diagnosis could be established in 
these cases. Organisms were easily cultured from biopsy 
specimens from 27 patients with acute lobar pneumonia 
even when the sputum was negative, provided the patient 
had not received chemotherapy, but once antibiotics had 
been given culture was difficult. No organisms were 
cultured from 20 specimens from patients with chronic 
lobar pneumonia. The author suggests that pneumonia 
may become chronic because fibrin is not readily re- 
moved owing to insufficient or poor quality macrophages. 
There was little correlation between the physical signs 
and the underlying pathological condition of the lung. 

The author concludes that aspiration biopsy of the 
lung is a useful diagnostic procedure. 

Paul B. Woolley 


y 
e, 
in 
as 
O- 
es 
d 
d, 
ue 
he 
us 


224 RESPIRATORY SYSTEM 
and Circulatory Effects of 


762. Some Respiratory 
Mechanical Respirators 
H. L. Price, E. H. Conner, and R. D. Dripps. Journal 
of Applied Physiology [J. appl. Physiol.| 6, 517-530, 
March, 1954. 4 figs., 21 refs. 


The effects of 6 different types of mechanical respirator 
on the blood pressure, ventilation, and arterial carbon 
dioxide tension in 30 patients under general anaesthesia, 
in 14 of whom respiration was paralysed by D-tubo- 
curarine chloride, were studied at the Hospital of the 
University of Pennsylvania, Philadelphia. Such appli- 
ances are of two main types—those providing inter- 
mittent positive pressure and those providing alternating 
positive and negative pressure at the mask. It was 
confirmed that the first type of appliance lowers the 
arterial blood pressure of subjects with an unreactive 
vasomotor system by keeping mask pressure and intra- 
thoracic pressure above the atmospheric level, but 
claims that the second type of appliance is free from this 
disadvantage were not confirmed. Although this type 
of respirator can theoretically operate with a mean mask 
pressure equal to the atmospheric—and so without de- 
pressing the blood pressure—this did not occur with the 
commercial machines which were tested. High resistance 
to expiration resulted in the mask pressure being below 
atmospheric for only a second or two in each respiratory 
cycle, so that the mean mask pressure was above atmos- 
pheric level, causing the same depression of blood 
pressure as occurred with intermittent positive pressure. 
However, none of the machines of either type tested 
depressed the arterial pressure of patients whose vaso- 
motor activity was not completely paralysed. 

All the machines studied were capable of producing 
adequate ventilation and maintaining a normal arterial 
carbon dioxide tension in the average apnoeic subject. 
But exceptions occurred, particularly with one type of 
appliance with a relatively small pressure difference 
between opposite phases of the cycle, when the subject 
was obese. Subjects in whom respiration was not com- 
pletely paralysed tolerated the type of respirator in which 
the application of intermittent positive pressure is 
initiated by feeble inspiratory movements better than 
the other type, which tends to impose a pattern of 
breathing on the subject. W. A. Briscoe 


763. Ventilatory Efficiency of the Cuirass Respirator in 
Totally Paralyzed Chronic Poliomyelitis Patients 

C. R. Coivier and J. E. Arretpt. Journal of Applied 
Physiology (J. appl. Physiol.] 6, 531-538, March, 1954. 
1 fig., 9 refs. 


The efficiency of two types of cuirass respirator—one 
covering the chest and epigastrium and the other the 
chest and entire abdomen—was compared with that of 
the tank respirator in 14 cases of poliomyelitis with 
respiratory paralysis and reduction of the vital capacity 
to 250 ml. or less. All tests were carried out at a 
respiratory rate of 17 cycles per minute. The tidal air 


was measured spirometrically at several different levels 
of respirator pressure for periods of 5 or more breaths, 
and the alveolar carbon dioxide tension was measured 
by passing the expired air through a rapidly responding 


infra-red meter placed close to the patient’s mouth. 
Most of the patients appeared to be overventilated when 
the tidal volume was adjusted to their comfort, since the 
alveolar carbon dioxide tension averaged only 26 mm. 
Hg (normal 40 mm.). 

On comparison of the average tidal volume produced 
by the same pressure in each type of respirator, the chest— 
abdomen cuirass was 63% as efficient, and the chest 
cuirass 47% as efficient, as the tank respirator. Never- 
theless, it is concluded that cuirass respirators will 
produce adequate ventilation in the majority of cases 
of complete respiratory paralysis due to poliomyelitis. 

W. A. Briscoe 


764. The Estimation of Residual Pulmonary Volume by 
Means of Thoracic and Radiological Measurements. 
(Prédiction du volume pulmonaire résiduel a partir de 
mensurations thoraciques et radiologiques) 

F. LAVENNE, O. L. WADE, P. HUGH-JONEs, and J. C. 
GiLson. Journal francais de médecine et chirurgie thora- 
ciques [J. frang. Méd. Chir. thorac.] 8, 1-10, 1954. 2 figs., 
16 refs. 


For many years attempts have been made to devise a 
method of estimating residual lung volume without the 
use of special apparatus or laboratory techniques. In 
this paper from the M.R.C. Pneumoconiosis Research 
Unit at Llandough Hospital, Cardiff, the authors compare 
the results obtained by two such methods with those 
obtained by helium dilution in 52 men aged 34 to 66, 
28 of whom had pneumoconiosis. 

The first method used was the estimation of the 
‘“* x-ray volume of the thorax’, which is the product 
of the lung area on a standard chest film and the antero- 
posterior diameter of the chest at the lower end of the 
sternum, both measurements being made on films taken 
in full expiration. This gave a coefficient of correlation 
of 0-85 with the helium dilution method. The second 
method was by calculation from the formula 


where P=the chest circumference at the level of the 
cupolae of the diaphragm in full expiration and H=the 
distance between this level and the first rib. In this case 
the coefficient of correlation was 0-80. 

Despite these high correlations, the authors conclude 
that the possible margin of error in the prediction of 
the residual volume of any given individual by these 
indirect methods is so great as to make them practically 
useless, and that the only advantage of the anthropo- 
metric methods is their relative technical simplicity. 

D. Goldman 


765. Long-term Antibiotic Therapy in Chronic Bron- 
chitis and Infectious Asthma. Control and Prevention of 
Bronchopulmonary Disease 

W. FINKE. Antibiotics and Chemotherapy (Antibiot. and 
Chemother.) 4, 319-329, March, 1954. 2 figs., 24 refs. 


In an investigation at the Genesee Hospital, Rochester, 
New York, 244 patients (135 adults and 109 children 
under 16) with chronic bronchitis or asthma have been 
treated with antibiotics for over a year and followed up 
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for an average period of 2} years. Penicillin was given 
to most of these patients, sometimes systemically but 
more often orally, in doses of 0-5 to 3 mega units, or as 
an aerosol containing 200,000 to 500,000 units in 1 to 
2 ml. of a non-irritating detergent. Another antibiotic, 
such as streptomycin, 0-5 g. daily, or aureomycin, 
chloramphenicol, or oxytetracycline, each less than | g. 
daily, was added in some cases. [Neither the duration 
of treatment nor the number of individuals to whom 
combined treatment was given is clear.] Postural drain- 
age and the administration of bronchodilators or corti- 
sone were used when indicated. Results were classified 
as “* excellent ’’ (patient in good respiratory health, and 
acute respiratory illnesses, if they did occur, could be 
easily controlled), ** good ’’ (tendency to relapses needing 
more intensive treatment), and “* poor’’ (persistence of 


pronounced symptoms and prolonged respiratory 
illnesses). The figures obtained were as follows: 

| Chronic Bronchitis Asthma 

Results 
| Adults | Children | Adults | Children 
/o | /o yA y 

Excellent.. | 30 7 | 10 | 40 
Good 60 50 


Poor... 10 5 | is | 10 


| 


The treatment also seemed useful in preventing serious 
complications. For example, in 1952 only one case of 
pneumonia and 2 cases of status asthmaticus occurred 
among the 135 treated adults, whereas 15% of a control 
series developed one or other of these illnesses. Like- 
wise, of the 109 treated children, 2 developed pneumonia 
and one otitis media, while of 89 controls, 7 developed 
pneumonia and 11 otitis media. Treated children also 
seemed less likely to suffer from complications after 
measles, and the rate of absence from school was halved. 
Complete recovery was sometimes seen in young patients 
with less severe disease, and the author feels that this 
was achieved more quickly than if the child were allowed 
to “* grow out of it”’. 

Side-effects were observed in a number of cases after 
the systemic administration of penicillin, these being 
serious in 3% of cases and mild in 1:5%. Gastro- 
intestinal upsets occurred in 20% after the administration 
of penicillin by mouth or of the broad-spectrum anti- 
biotics. However, reactions were found to become less 
frequent as treatment was continued. 

Arthur Willcox 


766. Treatment of Bacterial Pneumonia with Erythro- 
mycin 

W. S. WADDINGTON, F. M. Mapte, and W. M. M. 
Kirspy. Archives of Internal Medicine [Arch. intern. 
Med.} 93, 556-560, April, 1954. 6 refs. 


Erythromycin is readily absorbed from the intestine 
and only rarely causes side-reactions, generally a mild 
gastrointestinal disturbance. At the King County 
Hospital, Seattle, the drug was given to 75 elderly 
patients with lobar pneumonia, many of whom were 
chronic alcoholics or were debilitated. Pneumococci 


were isolated from the sputum in 43 cases and from the 
blood in 11. Erythromycin was given in acid-resistant 
tablets in a dosage of 0-3 to 0-5 g. 4 times daily. 

The response was good in 63 of the patients; in 60 
of these the temperature became normal within 4 days. 
Complications, which were noted in 11 cases, included 
delayed resolution and sterile effusion; in no case did 
empyema develop. Of the 11 patients with a positive 
blood culture, 6 made a prompt and uneventful recovery, 
2 had delayed resolution but subsequently recovered 
completely, and 3 died. 

The authors state that a high blood concentration of. 
erythromycin is readily attained and that the drug is as 
effective as penicillin; it has the further advantage that 
it is effective against staphylococci which have become 
resistant to penicillin. Only one patient in this series 
suffered from any untoward gastrointestinal disturbance. 

Paul B. Woolley 


767. Tetracycline in the Treatment of Bacterial Pneu- 
monia in Children. A Preliminary Report 

M. Giatr and S. Ross. Antibiotics and Chemotherapy 
[Antibiot. and Chemother.] 4, 395-401, April, 1954. 
3 figs., 11 refs. 


The basic tetracycline ring is considered to be the 
active part of both chlortetracycline and oxytetracycline. 
Recent preliminary reports have shown that tetracycline 
is more soluble, has greater stability, and penetrates the 
tissues more effectively than the other two. 

The present authors tried tetracycline in the treatment 
of patients with bacterial pneumonia at the Children’s 
Hospital, Washington, D.C. It was given by mouth to 
12 children, aged 7 months to 9 years, in a dosage of 
20 mg. per kg. body weight per day. The response 
appeared to be similar to that obtained with chlortetra- 
cycline and oxytetracycline. No toxic effects were 
observed. J. R. Bignall 


768. Resection for Mycotic Pulmonary Disease 
F. A. HuGHes, H. W. WHITAKER, C. C. Lowry, J. W. 
PoLk, F. E. FoLey, and J. R. Fox. Diseases of the Chest 
[Dis. Chest] 25, 334-349, March, 1954. 11 figs. 


769. The Treatment of Hypertrophic Emphysema by 
Pneumoperitoneum 

B. MANN and E. A. Murpny. 
87-90, March, 1954. 1 fig., 11 refs. 


The authors, working at the Royal Halifax Infirmary, 
have carried out a controlled investigation of the effect 
of pneumoperitoneum on respiratory function in 10 
cases of advanced hypertrophic pulmonary emphysema. 
The initial vital capacity and maximum breathing capacity 
were measured in each case before and after an inhalation 
of nebulized isopropyl noradrenaline to provide an 
estimate of the degree of bronchospasm present. An 
artificial pneumoperitoneum was then induced and main- 
tained with weekly refills for 3 months, vital capacity and 
maximum breathing capacity being measured at monthly 
intervals, 2 days after a refill, and the patient being inter- 
rogated about subjective effects. Controls were provided 
by abandoning the pneumoperitoneum without the 
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patient’s knowledge, the needle still being inserted each 
week but no air being introduced, and repeating the 
readings when all air had been absorbed. 

Only in one case was there consistent symptomatic 
improvement, and although there was an improvement 
in the maximum breathing capacity following induction 
of the pneumoperitoneum in several cases, this was 
probably spurious, since abandonment of the pneumo- 
peritoneum produced no deterioration. The effect on 
vital capacity varied widely and no conclusion could 
be drawn from the findings. The authors conclude that 
pneumoperitoneum is of no benefit in cases of em- 
physema, and suggest that the favourable results reported 
by other workers have been based on less adequately 
controlled observations. E. G. Rees 


770. Pulmonary Emphysema Treated by Intermittent 
Positive Pressure Breathing. A Clinical Study 

H. G. Trimsce and J. KierAN. Journal of the American 
Geriatrics Society [J. Amer. Geriat. Soc.] 2, 102-107, 
Feb., 1954. 14 refs. 


In this paper from Stanford University School of 
Medicine, San Francisco, the authors give an account 
of the treatment of 37 patients by the administration of 
oxygen under positive pressure according to the method 
of Motley et al. (Amer. J. Med., 1948, 5, 883), with other 
adjunctive measures as required. [The duration of in- 
halation and the spacing of treatments are not stated.] 
Of these 37 patients 27 had pulmonary emphysema, 
5 chronic bronchitis, 2 arteriosclerotic disease, and one 
each pulmonary fibrosis, peripheral vascular disease, and 
uraemia. 

Improvement, which is said to have become apparent 
in 3 weeks to 6 months from the start of treatment, is 
claimed in about two-thirds of the patients. [The 
criteria of improvement are not precisely defined.] No 
controls were available. It was not found possible to 
decide in advance, either by clinical or by radiological 
means, which patients might be expected to improve. 
It was noted that improvement was maintained in some 
cases for many weeks after discontinuing treatment. 

L. W. Hale 


771. Bronchiogenic Carcinoma. A Statistical Review 
of Two Hundred and Thirty-four Autopsies 

R. M. ENGELMAN and W. L. MCNAMARA. Journal of 
Thoracic Surgery [J. thorac. Surg.] 27, 227-237, March, 
1954. 38 refs. 


This report from Hines Veterans Hospital, Illinois. is 
concerned principally with the distribution of metastases 
in cases of carcinoma of the lung, as found in 234 con- 
secutive necropsies. 

The peribronchial lymph nodes were involved in 54% 
of cases, the mediastinal nodes in 42%, retroperitoneal 
nodes in 18%, and cervical nodes in 8%. Secondary 
deposits were found in the liver in 38%, and the adrenal 
glands were involved equally frequently: the other organs 
involved, in order of frequency, were the kidneys (28%), 
bones (17:5%), lungs (14°5%), heart, pericardium, and 
major blood-vessels (each 11%), brain (8%), and a 
miscellaneous group including the pancreas, spleen, skin, 
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intestine (small and large), prostate, diaphragm, thyroid, 
testicle, and gall-bladder. The neoplasms were sub- 
divided into epidermoid (62%), adenocarcinomatous 
(9%), and undifferentiated groups (29°%). 

[It is disappointing to find in a journal of such high 
standing an article in which the references are exclusively 
to the American literature, and in which the smallest 
numerical groups down to unity are expressed as per- 
centages calculated to two places of decimals. The 
distribution of metastases is in broad agreement with the 
findings reported in Great Britain.] 

J. Robertson Sinton 


772. Smoking and Lung Cancer 
W. L. Watson and A. J. Conte. Cancer [Cancer (N. Y.)] 
7, 245-249, March, 1954. 23 refs. 


A series of 769 consecutive patients attending the 
Thoracic Service at the Memorial Center, New York, 
between 1950 and 1952, of whom 301 were eventually 
proved to have cancer of the lung, were interviewed by 
a single worker, and the smoking histories obtained from 
the patients with cancer are here compared with those 
obtained from persons of the same sex in the remaining 
group of 468 patients. 

The results obtained agree with those of other similar 
studies in showing a lower proportion of non-smokers 
and a higher proportion of heavy smokers among both 
men and women with cancer of the lung. It was further 
concluded that “* neither racial nor national background 
seemed to exert any definite influence ’’ on the incidence 
of the disease. R. Doll 


773. Primary Leiomyosarcoma of the Lung 
W. L. WATSON and A. J. ANLYAN. Cancer [Cancer 
(N. Y.)] 7, 250-258, March, 1954. 16 figs., 10 refs. 


The authors state that in a review of the literature 
since the turn of the century they have been able to 
find descriptions of only 11 cases of primary smooth- 
muscle tumour of the lung. They now report from the 
Memorial Center for Cancer and Allied Diseases, New 
York, 6 cases of primary leiomyosarcoma of the lung, 
5 of the patients (2 men and 3 women) being between 
the ages of 57 and 67 years and the other a 4-year-old 
boy. 

In these cases the presenting symptoms were cough, 
pain in the chest, and shortness of breath. The lesions 
were clearly demonstrable radiologically, but on examina- 
tion of the sputum no malignant cells were usually found. 
In 4 cases the tumour was encapsulated, and in only one 
case had it spread extensively. The tumour was removed 
surgically in 3 of the 6 cases, the operations employed 
being local excision, lobectomy, and partial lobectomy 
respectively. These 3 patients were alive 6, 5, and 3 
years respectively after the operation. One patient died 
on the operating table, and in another case the tumour 
was non-resectable, the patient dying 10 months after 


an exploratory thoracotomy. A biopsy specimen was. 


taken in the 6th case, but the patient then refused further 
treatment; she died 2 years later. R. Heptinstall 


See also Tuberculosis, Abstract 655. 
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774. Results of Treatment of Chronic Vasomotor 
Rhinitis. Part I. Response to Physical Treatment 
P. READING and K. MAatcomson. British Medical 
Journal (Brit. med. J.] 1, 552-554, March 6, 1954. 


In this paper from Guy’s Hospital, London, the 
results of treatment [excluding psychological methods, 
for which see Abstract 775] of chronic vasomotor rhinitis 
are reported. The patients included 46 with “ non- 
specific paroxysmal sneezing and rhinorrhoea”’ and 81 
with “ persistent nasal blockage ’’, 49 of the latter group 
having polypi. 

The authors state that the syndrome of non-specific 
paroxysmal sneezing and rhinorrhoea starts with a 
feeling of irritation in the nose, followed by bouts of 
sneezing, lacrimation, and a profuse watery nasal dis- 
charge. The nasal mucous membrane appears normal, 
but a large amount of mucus is found in the nares during 
an attack. Radiological examination of the sinuses does 
not reveal any abnormality, but eosinophils were seen in 
the nasal smear in one-third of the present cases. There 
is no specific skin sensitivity, and allergy seems to play 
a small part in the aetiology of this condition, which is 
considered to be a stress disorder acting through the 
autonomic nervous system. Division of the greater 
superficial petrosal nerve in one particularly severe case 
resulted in cessation of the rhinorrhoea. 

Treatment in the authors’ cases consisted in ad- 
ministration of antihistamine drugs, which brought relief 
in 32 cases. Zinc ionization and administration of 
calcium lactate or of parathyroid extract were helpful in 
some cases. 

The chief symptom in the second type of case is 
nasal obstruction, which is due to polypi or swelling of 
the inferior or middle turbinates. Sneezing and dis- 
charge may occur, but are not prominent features. Many 
patients complain of headache, and anosmia and “ nasal 
speech ’’ are often observed. Treatment in this group 
of cases consisted in surgical removal of the hyper- 
trophied tissue in order to establish a nasal passage. The 
results of administration of antihistamine drugs were 
disappointing, but zinc ionization proved of value. 
Stress factors appeared to play a part in this group of 
cases also. G. E. Stein 


775. Results of Treatment of Chronic Vasomotor 
Rhinitis. Part Il. Response to Psychological Treatment 
D. and K. MaAtcomson. British Medical 
Journal [Brit. med. J.) 1, 554-556, March 6, 1954. 


The response to psychological treatment of 31 patients 
with chronic vasomotor rhinitis [see Abstract 774] is 
described in the second part of this study. The in- 
vestigation was carried out in two stages. In the first 
a pilot series of 13 cases were examined to determine 
whether there was any association between emotion and 
the variation in nasal symptoms. From the patient’s 
history, environment, and reactions to stress it was found 


that only in one-third of the cases was there no relation 
between the nasal disorder and the patient’s mental state. 
In the second stage of the investigation 18 patients were 
examined more thoroughly, being kept under con- 
tinuous observation for long periods, during which 
psychotherapy was given. 

In the series as a whole there was a definite relation- 
ship between stress and the onset and course of vaso- 
motor rhinitis in 24 of the 31 patients. Sustained 
improvement followed psychotherapy in 14 of the 18 
patients so treated over long periods. G. E. Stein 


776. Further Observations on the Effect of Cortisone 
and ACTH in the Treatment of Allergic Rhinitis 

J. P. Stewart and M. Z. KAwa. Journal of Laryngology 
and Otology [J. Laryng.| 68, 193-210, April, 1954. 
15 figs., 6 refs. 


The authors set out to demonstrate that while there 
has been a great advance in the treatment of nasal allergic 
conditions by the use of antihistamine drugs, even 
greater progress has been achieved by administration of 
cortisone and ACTH. In the cases observed in this study 
there was an increase in the number of eosinophils in 
the blood, in the nasal submucous tissues, or in both, 
in addition to the usual symptoms of allergy. Patients 
with hay-fever were excluded. 

Initial treatment consisted in the intramuscular in- 
jection of 10 to 25 mg. of cortisone in suspension every 
6 hours for 5 days. This was followed by a gradually 
decreasing maintenance dose for 6 weeks. In some 
cases the drug was given by mouth. The authors found 
that local application of cortisone to the nasal mucosa 
gave only temporary benefit, and therefore abandoned 
this method. ACTH was given intramuscularly in a dose 
of 10 to 25 units per injection “* according to the clinical 
response’, the same procedure being followed as for 
cortisone. Side-effects included muscular pains and 
weakness, thirst, skin rashes, and increase in weight, 
Most patients also developed a heavy head cold. 

A study of the blood picture revealed a definite relation- 
ship between the reduction in the eosinophil count and 
the disappearance of allergic symptoms. Biopsy speci- 
mens were taken from the inferior turbinate at the 
beginning of treatment and 5 days later. These showed 
that in allergic rhinitis the most striking changes occur 
in the subepithelial layer. Marked oedema and massing 
of eosinophils under the basement membrane are pro- 
minent features. The eosinophils can be seen breaking 
through the epithelium to the free surface, whence they 
appear in the nasal secretion. 

In one group of 33 patients observed for more than one 
year the results were as follows: free from symptoms, 14; 
much improved, 8; improved, 10; failed to respond, 1. 
Of another group of 23 patients observed for less than 
one year 12 were free from symptoms, 8 were much 
improved, and 3 improved. H. D. Brown Kelly 
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777. Acute Renal Insufficiency. A Critical Study of 
Extrarenal Detoxication. (L’insuffisance rénale aigué. 
Etude critique de l’épuration extra-rénale) 

M. Déror and M. LeGRAIN. Annales de médecine [Ann, 
Med.) 54, 581-603, 1953. 29 refs. 


In this review of 183 cases of acute renal failure treated 
at the Hétel-Dieu, Paris, during the last 54 years the 
authors stress the relationship between the cause of the 
dysfunction and the final outcome. For example, of 
92 patients with acute renal failure after abortion, 73 
recovered; in 16 cases due to mercurial poisoning, 12 of 
the patients recovered; and among 5 patients with carbon 
tetrachloride and 4 with sulphonamide poisoning there 
were no deaths. On the other hand, of 17 patients in 
acute renal failure after blood transfusion only 6 re- 
covered, and only 4 out of 16 with anuria following an 
operation, while acute renal failure after hepato-nephritis 
or after biliary haemoglobinuria (5 and 2 patients respec- 
tively) proved fatal in all cases. In all, 118 patients 
survived, a recovery rate of 64:5%. In the 65 fatal cases 
the causes of death were as follows: disturbance of 
electrolyte balance (15 cases), abdominal complications 
(8), infections (12), haemorrhage (4), hepatic dysfunction 
(4), pulmonary embolism (2), acute haemolytic anaemia, 
anaphylactic oedema of glottis, and myocardial infarction 
(one case each); in 17 cases the cause of death was not 
clear. Among the 15 deaths of patients with electrolyte 
disturbances, hyperpotassaemia was thought in only 
3 instances to be the cause of the fatal issue. The authors 
found a high serum potassium level less serious than was 
its unpredictable effect on the prevailing clinical condition, 
whereas a serum uvea level above 500 mg. per 100 ml. was 
invariably an ominous sign. 

Of the whole series, 86 patients received medical treat- 
ment only, and 62 (72%) recovered; of 97 patients given 
additional detoxicating treatment in the form of peri- 
toneal lavage, intestinal lavage, exchange transfusion, or 
the use of the artificial kidney, 57 (59%) recovered. 
Detoxicating measures were employed less and less 
frequently during the years (1948-53) covered by the 
survey; for example, the percentage of patients with 
anuria after abortion treated in this way fell from 86 
to 33, reflecting the increase in experience in the use of 
medical treatment. 

The mode of action of detoxicating procedures, and 
especially that of exchange transfusion, is discussed. 
When 6 litres of blood is infused at one time only 
4 litres is retained by the patient; whether transfusion 
acts by withdrawing toxic substances or by the introduc- 
tion of healthy blood remains as yet undecided, but 
attention is drawn to the small amount of blood infused, 
compared with the 15 litres of extracellular and the 
30 litres of intracellular fluid present in a person of 
average size. The beneficial effects of transfusion are 
greatest in anaemic patients, by raising the haemoglobin 


level and restoring the buffer mechanism to maintain the 
normal pH. In the authors’ opinion exchange trans- 
fusion is contraindicated for patients with hyperpotas- 
saemia in view of the possible risk of increasing further 
the plasma potassium level by diffusion of potassium 
from the transfused erythrocytes into the circulating 
plasma. They also believe that the functions of peri- 
toneal and intestinal lavage and of the artificial kidney 
are basically the same, namely, elimination of retained 
metabolites and restoration to normal of the water 
and electrolyte balance, especially in the more severe 
grades of hyperpotassaemia. They expect that with 
increasing insight into the problems of electrolyte meta- 
bolism the use of detoxicating measures will progressively 
diminish. L. H. Worth 

[A slightly different version of this paper, in which a 
number of additional cases were included, appeared in 
Bull. Acad. nat. Méd. (Paris), 1954, 138, 37 (Abstracts of 
World Medicine, 1954, 16, 50).—Editor.] 


778. Treatment of Renal Oedema with Dextran 

A. W. MOLLISON and J. B. RENNIE. British Medical 
Journal [Brit. med. J.] 1, 893-899, April 17, 1954. 
2 figs., 27 refs. 


The object of the investigation described in this paper 
from Stobhill General Hospital, Glasgow, was threefold: 
(1). to confirm that dextran is a safe and efficient diuretic 
for the relief of renal oedema; (2) to attempt to deter- 
mine the influence of the size of the molecules on diuresis; 
and (3) to study its biochemical effects. 

Dextran was given on 81 occasions to 8 patients suf- 
fering from renal disease with oedema, albuminuria, and 
a low plasma albumin level. The treatment regimen 
consisted in rest in bed and a diet providing a protein 
intake of 60 to 120 g. a day and a low salt and fluid intake. 
The progress of the oedema was assessed from changes 
in weight and the 24-hour excretion of urine. Dextran 
was given intravenously as a salt-free solution, 540 mi. 
being administered over a period of not less than 4 hours. 
This infusion was repeated on several successive days. 
In addition to standard dextran, three other forms of 
dextran were given containing predominantly large, 
medium, and small molecules respectively. 

There was an increase in urinary output after every 
course of dextran with, in some cases, temporary loss 
of oedema. The diuretic effect of the dextran containing 
predominantly large molecules lasted longer than did 
that of other forms of dextran; otherwise no difference 
was observed between the four preparations used. Side- 
effects were common, but were not severe, except in one 
case. The authors attribute the reactions to the sudden 
increase in blood volume which occurred in all the cases; 
the most severe reactions, accompanied by the greatest 
increase in blood volume, were noted after infusion of 
the small-molecule preparation. The most prolonged 
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diuresis followed administration of the large-molecule 
preparation. 

[This is a carefully-documented paper which should be 
read in full.] G. Loewi 


779. The Acute Erythroblastopenia of Anuria. 
(L’érythroblastopénie aigué de |’anurie) 

G. RicHeT, D. ALAGILLE, and E. Fournigr. Presse 
médicale [Presse méd.} 62, 50-53, Jan. 13, 1954. 6 figs., 
18 refs. 


The authors have examined by sternal puncture the 
bone marrow of 21 patients suffering from acute anuria 
at the Hépital Necker, Paris, 35 such examinations being 
carried out. The anuria was due to various causes. 

Examination of the material revealed a marked 
diminution in the number of erythrocyte precursors, 
which was in marked contrast to the numbers and in- 
creased activity of all types of leucocyte precursors. 
There was no evidence of degeneration of the megakaryo- 
cytes. The changes appeared about the fifth day, and 
were not seen in the terminal stages of chronic nephritis. 

T. M. Pollock 


780. Transplantation of Kidneys, Experimentally and 
in Human Cases 
G. Murray and R. HOLDEN. American Journal of 
Surgery [Amer. J. Surg.] 87, 508-515, April, 1954. 
3 figs., 15 refs. 


The authors suggest that a kidney transplanted from 
one animal to another, intact and with the minimum of 
injury to its vascular tree, might be expected to have a 
better chance of survival (with consequent benefit in 
cases of chronic renal failure) than a graft of skin or 
other cellular tissue, Which is exposed to cellular and 
immune reactions from which the kidney would be largely 
protected by its fibrous capsule. In theory the trans- 
planted kidney would be in much the same position as 
an untransplanted kidney after exsangiination trans- 
fusion, having to contend with an entirely new and 
foreign blood stream, but otherwise being independent 
of its environment. 

To test the validity of these assumptions, a number of 
experiments were performed on dogs. In one series 
the ureters were not detached, only the origin of the 
kidney’s blood supply being changed; many of these 
animals recovered, and a few were allowed to live for as 
long as 329 days before being killed for examination. 
Experiments were also performed to find out how long 
a kidney would remain viable when deprived of its blood 
Supply. It was found that by thorough irrigation of the 
renal vascular tree with saline and heparin until all trace 
of protein had disappeared frem the effluent, the kidney 
being cooled, its viability and ability to resume its 
function could be maintained for 5 hours. However, 
when both the ureter and the blood supply of the trans- 
planted kidney were divided, in no case could more 
than temporary viability be achieved, the transplanted 
organ degenerating as the result of thrombosis in some 
Part of the renal vascular tree. A careful histological 


Survey was made in these cases without elucidation of the 
Cause. 


In spite of these disappointments, it was argued that 
failure in animals did not rule out the possibility of 
success in man, and transplantation was _ therefore 
attempted in 4 hopeless cases of chronic renal failure. 
Three of the patients failed to make more than a tem- 
porary recovery and died, but the fourth survived. 
This patient was almost bedridden, with a systolic blood 
pressure of over 200 mm. Hg and a blood non-protein 
nitrogen level of over 200 mg. per 100 ml. A kidney 
was obtained from a young subject recently dead, irri- 
gated, and implanted within 24 hours, its blood vessels 
being anastomosed with the external iliac vessels of the 
host and the ureter implanted into the host’s bladder. 
Urine was seen issuing from the ureter 4 minutes after 
the circulation was established. Eventually the patient 
made a complete recovery, and within 6 months had 
resumed her occupation as a stenographer. 

H. L. Attwater 


781. A Preliminary Report on Prolonged Intermittent 
Administration of ACTH in the Treatment of Lipoid 
Nephrosis. (Preliminari risultanze sul trattamento ciclico 
prolungato della nefrosi lipoidea con ACTH) 

E. CuHett and C. Marini. Clinica pediatrica (Clin. 
pediat. (Bologna)| 36, 83-100, Feb., 1954. 4 figs., 
bibliography. 


From the Paediatric Clinic of the University of Modena 
are reported the cases of 2 children, aged 5 and 44 years 
respectively, suffering from severe lipoid nephrosis of 
long standing. Practically all known _ therapeutic 
measures had been tried, including the administration 
of thyroid extract, adenosine phosphoric acid, and iso- 
niazid, plasma transfusion, deep x-ray therapy to the 
pituitary gland, and ultrashort-wave therapy to the 
adrenal glands, all of which had failed to stop the progress 
of the disease, proteinuria, oliguria, oedema, hypopro- 
teinaemia, and hypercholesterolaemia remaining gener- 
ally unaffected. 

Finally the effect of ACTH (corticotrophin) was tried, 
a total dosage of 1,550 mg. being given in 9 weeks; 
3 doses totalling 50 mg. were injected daily during the 
first week and a single dose of 50 mg. 3 times a week 
during the next 8 weeks with dramatic results, all the 
manifestations of nephrosis being diminished. By 
repeated electrophoresis the effect of ACTH on the 
serum protein levels was observed. The total protein 
content of the serum in the 2 cases increased from 3:1 
and 4-5 g. per 100 ml. to 6-8 and 6-81 g. per 100 ml. 
respectively, mainly due to an increase in albumin content, 
the proportions of which rose from 5-7 and 10-9% to 
49 and 35-5% respectively. The proportion of globulin, 
which was the most seriously affected fraction, soon rose 
to normal levels (from 2°5 and 1-3% to 3-8 and 3-9% 
of the total protein content respectively), whereas those 
of the «2 and f fractions decreased. These observations 
confirm those reported by other authors. On the other 
hand the proportion of y globulin changed in opposite 
directions in the two children—an unexplained observa- 
tion. During the 5 months after withdrawal of ACTH 
the good results were maintained and no late untoward 
effect was noticed. L. H. Worth 
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782. Genetic Aspects of Adenomatosis of Endocrine 
Glands 

P. WERMER. American Journal of Medicine [Amer. J. 
Med.] 16, 363-371, March, 1954. 1 fig., 15 refs. 


The simultaneous occurrence of adenomata of the 
anterior pituitary and parathyroid glands and the islet 
cells of the pancreas in one individual, though rare, 
appears to constitute a definite syndrome. In this 
paper from Columbia University, New York, the author 
describes the findings in 4 siblings (all females) out 
of a family of 9, who showed varying degrees of this 
syndrome. 

The parents were not consanguineous, and the father 
had died in 1922 from acute peritonitis following per- 
foration of a gastric ulcer. At necropsy, which was 
limited to the abdomen, an islet-cell adenoma was 
found in the pancreas and numerous submucosal plaques 
of similar histology were seen in the duodenum. 

In each of the 4 affected daughters amenorrhoea was 
the predominant early symptom and was associated 
with radiological evidence of an intrasellar tumour. 
Acromegaly developed in one patient and was followed 
later by attacks of spontaneous hypoglycaemia due to 
adenomatosis of the pancreas and islet-cell tumours in 
the duodenum. This patient eventually died following 
perforation of a gastric ulcer. Necropsy revealed a 
mixed eosinophil and chromophobe adenoma of the 
pituitary and adenomatous hyperplasia of all 4 para- 
thyroid glands (the serum calcium level was 12 mg. 
per 100 ml. in this case). In the other 3 patients the 
pituitary tumour was considered to be a simple chromo- 
phobe adenoma. Associated findings were hyper- 
insulinism in 2 patients (relieved in one after subtotal 
pancreatectomy for adenomatosis of the pancreatic 
islets); duodenal ulcer in 2 patients; and serum 
calcium levels of 11:5 mg. and 11-9 mg. per 100 ml. 
respectively in 2 patients. 

The author considers that the syndrome in this family 
was caused by a dominant autosomal gene with a high 
degree of penetrance. G. Ansell 


PITUITARY GLAND 


783. Oral Cortisone Treatment of Hypopituitarism 

H. L. SHEEHAN and V. K. Summers. British Medical 
Journal [Brit. med. J.) 1, 723-726, March 27, 1954. 
22 refs. 


The authors report the results obtained at Walton 
Hospital, Liverpool, with small doses of cortisone by 
mouth in the treatment of hypopituitarism in 4 patients 
(3 women and | man) who were maintained for periods 
up to 2 years on a dose of 12-5 mg. a day. Doses up 
to 37-5 mg. daily were given at the beginning of treat- 
ment, and rapidly produced a normal capillary flush in 
the face, a return of axillary secretion, a feeling of well- 


being, and increased appetite, but insomnia occurred in 
2 cases. When the dose was reduced the insomnia 
disappeared and the improvement was maintained. 

The growth of body hair increased in 2 cases, though 
it never became normal. The treatment had no effect 
on amenorrhoea. Inthe man there was a return of libido 
and coitus became possible without, however, resulting 
in an emission. In general, there was a gain in weight, 
an improvement in anaemia, and an increase in the 
24-hour urinary volume and in the diuresis following the 
ingestion of water. 

The urinary 17-ketosteroid excretion initially ranged 
from 0-2 to 1 mg. and increased under treatment to a level 
of 2:1 to 2:8 mg. per day. G. A. Smart 


784. Functions of Gonads, Thyroid and Adrenals in 
Hypopituitarism 

J. P. Peters, W. J. GERMAN, E. B. MAN, and L. G. 
WELT. Metabolism [Metabolism] 3, 118-137, March, 
1954. 1 fig., 15 refs. 


In this paper from the Yale University School of 
Medicine, New Haven, Connecticut, are presented case 
reports of 34 patients who presented with lesions arising 
from or impinging upon the pituitary gland, and dis- 
played evidence of gonadal, thyroid, or adrenocortical 
insufficiency. ‘Gonadal function was assessed from the 
history, the state of the sex organs, and, in males, 
urinary 17-ketosteroid excretion; thyrotrophic function 
by measurement of serum-precipitable (protein-bound) 
or butanol-extractable iodine; and adrenocorticotrophic 
function from blood sugar and serum electrolyte values. 
Hypofunction of gonads, thyroid gland, and adrenal 
cortex was found to develop in that order and irrespective 
of whether the pituitary lesion was rapid. or slow in 
development. Maintenance therapy with thyroid extract 
and hormones was successful in many cases, but spon- 
taneous recovery of pituitary function after operation 
seldom occurred. F. W. Chattaway 


785. The Acute Effects of Purified Crystalline Pituitary 
Growth Hormone in Normal Human Beings 

P. K. Bonpy. Yale Journal of Biology and Medicine 
[¥ale J. Biol. Med.] 26, 263-274, Feb., 1954. 1 fig., 
49 refs. 

Pituitary growth hormone prepared by the method of 
Wilhelmi et al. (J. biol. Chem., 1948, 176, 735) was 
administered intravenously to 13 volunteers who were 
either in normal health of convalescent from a minor 
acute illness. A dose of 1 to 3 mg. of growth hormone 
per kg. body weight given over a period of 30 to 60 
minutes had no consistent effect on the blood levels of 
glucose, alpha amino-nitrogen, or phosphate. How- 
ever, there was almost invariably a rise in the blood 
ketone content, which sometimes reached a level of 
12 mg. per 100 ml. Prolonged intravenous infusions 
of ‘slightly larger doses over 16 to 24 hours caused a 
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rather greater rise in the blood glucose level than occurred 
in normal fasting individuals over the same period of 
time. There was no consistent effect on the findings 
in glucose or insulin tolerance tests. B. Nordin 


786. Anaphylactoid Reaction from ACTH. Report 
of a Case 

S. Swirt. Annals of Allergy (Ann. Allergy] 12, 172-173, 
March-April, 1954. 5 refs. 


The case is reported of an asthmatic who had received 
ACTH (corticotrophin) on 12 occasions within 12 to 
18 months. One hour after a further injection she 
developed giant urticaria, nausea, diarrhoea, and severe 
dyspnoea. These symptoms subsided gradually. Sub- 
sequent skin tests with aqueous ACTH and with ACTH 
gel of different brands gave positive results, as also did 
tests with anterior pituitary extract, whereas negative 
results were obtained with posterior pituitary extract and 
with pork and beef extracts. The results of passive 
transfer tests were also positive. H. Herxheimer 


THYROID GLAND 


787. Treatment of Thyrotoxicosis with Potassium 
Perchlorate 
M. E. MorGans and W. R. Trotter. Lancet [Lancet] 


1, 749-751, April 10, 1954. 3 figs., 4 refs. 


In this paper from University College Hospital, 
London, is reported a clinical trial of potassium per- 
chlorate in the control of thyrotoxicosis. Whereas the 
thiouracil drugs act by preventing the oxidation of iodine 
and consequently the formation of thyroglobulin, 
potassium perchlorate depresses the iodide-concentrating 
mechanism of the thyroid. Hence it would be ineffective 
if the blood iodine level were raised, as, for example, 
by administration of iodide preoperatively. 

Potassium perchlorate was given in a daily dosage of 
50 to 400 mg. in 108 cases of thyrotoxicosis; 25 patients 
had received no previous treatment, 10 had been treated 
with methyl thiouracil earlier but had relapsed, and the 
remainder were receiving methyl thiouracil! or meth- 
imazole up to the time of potassium perchlorate adminis- 
tration. All previously untreated cases benefited from 
this treatment and only one casé was not completely 


controlled. Of the patients previously receiving main-_ 


tenance doses of thiouracil, in all but 2 the thyrotoxicosis 
was effectively controlled by potassium perchlorate, 
but the rate of response was slower and the dose had to 
be considerably higher (400 mg. daily; that is, 2 to 4 
times as great as that of thiouracil). The response was 
assessed on the basis of change in body weight, pulse 
rate, plasma cholesterol level, and clinical condition 
and in some cases in uptake of radioactive iodine. 

There was no evidence of toxic effects in the 108 
patients treated with potassium perchlorate except for 
some gastric irritation in 2 cases, in both of which there 
was a previous history of dyspepsia. The authors con- 
sider that this absence of toxicity, combined with the 
effectiveness and low cost of the drug, recommend it as 
worthy of further trial. Nancy Gough 


788. The Incidence of Cancer of the Thyroid Gland at 
the Berne Pathological Institute between 1910 and 1950 
and Its Relation to the Iodine Prophylaxis of Endemic 
Goitre. (Die Hiaufigkeit der Struma maligna am 
Berner pathologischen Institut von 1910-1950 und ihre 
Beziehung zur Jodprophylaxe des endemischen Kropfes) 
A. THALMANN. Schweizerische medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 84, 473-478, April 24, 
1954. 2 figs., bibliography. 


In the Canton of Berne iodine prophylaxis against 
endemic goitre has been practised since the early 1920's. 
The first to benefit from these measures were school- 
children and soldiers, but since 1936 all cooking salt has 
contained 5 mg. of potassium iodide per kg. The 
present survey, designed to discover whether iodine 
prophylaxis has affected the incidence of cancer of the 
thyroid gland, shows that malignancy was present in 
6-94% of 2,823 operation or necropsy specimens of the 
thyroid gland examined at the Berne Pathological 
Institute between 1917 and 1927, and in 5-44% of 7,457 
examined between 1930 and 1940. The difference is 
regarded as not being significant. During the period 
covered by the survey there has been an increase in the 
proportion of cases of malignant papilloma and ade- 
noma, and a decline in the proportion of cases of sar- 
coma and carcinoma of the thyroid. Malignant thyroid 
tumours occurred most commonly in the 5th decade of 
life and were more common in females, but malignant 
change in a pre-existing goitre was more common in 
males. B. Nordin 


789. The Protein-bound Iodine as a Guide in Thyroid 
Therapy 

H. T. WILSON and E. C. Mater. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 43, 422-426, 
March, 1954. 2 figs., 5 refs. 


The authors, working in the Clinical Laboratory of 
San Bernardino, California, have studied the relationship 
between the dose of thyroid extract and the serum pro- 
tein-bound iodine (P.B.I.) level in a small group of 
patients over a period of 20 months. The serum P.B.I. 
level was estimated by the technique of Connor et al., 
as modified by Maier. The proprietary brand of thyroid 
extract used in the investigation was equivalent in iodine 
content to U.S.P. thyroid; in all cases it was given by 
mouth in daily doses increasing progressively from 4 to 
4 gr. (16 mg. to 0-26 g.). 

In 3 euthyroid subjects there was no increase in the 
serum P.B.I. level, while in 3 with severe hypothyroidism 
there was a stepwise increase with each increase in the 
dose of thyroid. The level in 2 patients suffering from 
mild hypothyroidism after thyroidectomy remained 
stationary until a given dose of thyroid was reached, when 
tolerance suddenly ceased and the serum iodine level 
rose. 

The authors found that in the true hypothyroid patient 
there is an average increase in the P.B.I. level of 1 yg. 
per grain (65 mg.) of thyroid. They consider that the 
serum P.B.I. level in conjunction with the clinical response 
is a useful guide to thyroid administration. 

D. G. Adamson 
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790. Pathologic Changes in Normal Human Thyroid 
Tissue following Large Doses of 1-131 

G. A. ANDREWS, R. M. KNISELEY, R. R. BIGELOW, 
S. W. Root, and M. Brucer. American Journal of 
Medicine [Amer. J. Med.] 16, 372-381, March, 1954. 
10 figs., 15 refs. 


At the Oak Ridge Institute of Nuclear Studies, Ten- 
nessee, the histological changes in the normal thyroid 
tissue of 9 patients with thyroid carcinoma and one 
with malignant melanoma were studied at intervals of 
2 to 42 days after administration of large doses of radio- 
active iodine (1311). Exact:calculation of the actual 
radiation dose received by the tissues was not possible, 
and the response, which was variable, could not be 
correlated with the dose administered. For example, 
one patient developed a massive haemorrhagic necrosis 
of the normal thyroid tissue 13 days after receiving 
87 millicuries of 1311; in another patient there was no 
definite response 16 days after administration of 79-5 
millicuries. 

The authors conclude that administration of a single 
dose of 131I is a rather uncertain procedure for the 
complete destruction of normal thyroid tissue, and that 
thyroidectomy should precede the treatment of carcinoma 
of the thyroid with radioactive iodine. G. Ansell 


791. Experience with the Radioiodine Tracer Test in 
Radioiodine-treated Thyrotoxic Patients 

R.GOLDsMITH. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 227, 403-407, April, 1954. 9 refs. 


See also Pathology, Abstract 604. 


DIABETES MELLITUS 


792. Antibiotic Prevention of Intercurrent Infections in 
Diabetes Mellitus 

L. V. McVay, D. H. Sprunt, T. N. STERN, F. E. Tatum, 
and A. Lipscoms. Annals of Internal Medicine [Ann. 
intern. Med.) 40, 269-284, Feb., 1954. 1 fig., 21 refs. 


The authors point out that in diabetes mellitus acute 
infection ranks second only to the degenerative cardio- 
vascular complications of the disease as the immediate 
cause of death. Furthermore, while the best method of 
preventing degenerative vascular disease is by maintain- 
ing good diabetic control, this is not possible in the 
presence of recurring bouts of infection. For these 
reasons the authors have carried out an investigation to 
determine whether prophylactic antibiotic therapy is 
effective in reducing the incidence of intercurrent infec- 
tion in diabetes. Aureomycin was the antibiotic chosen, 
being effective against the majority of infections of the 
respiratory and urinary tracts. No serious side-effects 
were encountered in preliminary studies with the pro- 
longed administration of the antibiotic in doses up to 
1:0 g. daily. In particular, liver function tests and bone- 
marrow studies revealed no evidence of toxicity. ‘* Para- 
ben” (the methyl and propyl esters of parahydroxy- 


benzoic acid) was added to the aureomycin as this 
prevents the overgrowth of Candida albicans. 

The incidence of infection was studied in two groups of 
patients regularly attending the Diabetic Clinic of the 
John Gaston Hospital (University of Tennessee College 
of Medicine), Memphis: (1) 94 patients who received 
250 mg. of aureomycin twice daily; and (2) a control 
group of 95 patients, comparable in respect of age, race, 
sex, and incidence of cardiac complications, who 
received identical placebo capsules. The average period 
of observation was 19-5 months, the range being 4 to 
21 months. The incidence of respiratory infection was 
reduced by at least 50% in 51 of the 94 cases in Group 1 
and in only 20 of the 95 in Group 2 [but it is not stated 
how this reduction was assessed]. The incidence of 
urinary-tract infections also appeared to be slightly 
reduced by this method of prophylaxis, only 3 cases in 
Group 1 and 8 in Group 2 presenting clinical signs of 
such infection during the investigation period; further- 
more only one of the former 3 cases, compared with 
5 of the 8 cases from Group 2, yielded a positive urine 
culture. In addition to these objective assessments, 
every patient was asked whether he considered his 
health to have improved, remained unchanged, or 
deteriorated since prophylactic treatment began. In 
Group 1, 63 patients felt better, 29 had noted no change, 
and 2 regarded themselves as worse. In Group 2, 28 
said they were better, 57 reported no change, and 10 
considered themselves worse. 

{It must be questioned whether prophylactic anti- 
biotic therapy is a wise procedure, in view of the danger 
of producing resistant strains of organisms.] 

J. Lister 


793. Foetal Mortality in Diabetics in Relation to 
Management during the Latter Part of Pregnancy. [In 
English] 

J. PEDERSEN. Acta endocrinologica [Acta endocr.(Kbh.)| 
15, 282-294, March, 1954. 11 refs. 


In this communication from the Rigshospitalet, 
Copenhagen, the foetal mortality associated with 
maternal diabetes is studied with particular reference to 
the effect of a longer or shorter period of intensive treat- 
ment of the diabetes, without administration of oestro- 
gens, before delivery. In a series of 156 pregnancies 
in diabetics attending the hospital before the intensive 
treatment of such cases was instituted the foetal mortality 
(for a birth weight of 1,000 g. or over) was 38°%. During 
the years 1946-52 the foetal mortality in 149 diabetic 
pregnancies was 27%. 

These 149 cases are divided into two groups according 
to the period of special treatment: (1) 56 “ long-term” 
cases treated for more than 53 days before calculated 
term, and (2) 93 “* short-term ”’ cases first treated within 
53 days of calculated term. However, 4 patients in 
Group | who were in coma or precoma at first attendance 
and 9 in whom delivery or foetal death occurred within 
a week of first attendance were transferred to Group 2. 

It was found that the total foetal mortality in Group | 
was 12% and that in Group 2 was 36%. Since the 
former figure compares well with that obtained by 
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White (Amer. J. Med., 1949, 7, 609) with oestrogen 
therapy, the author considers that the effect of the 
latter in reducing foetal mortality in such cases has not 
been proved. 

[The author’s approach to the problem is interesting, 
but the method of classification used is open to serious 
criticism on statistical grounds.] I. McLean Baird 


794. Hospital Data on the Birth of Large Infants to 
Prediabetic ’’ Women 
P. H. FUTCHER and N. W. Lonc. Bulletin of the Johns 
Hopkins Hospital {Bull. Johns Hopk. Hosp.} 94, 128-138, 
March, 1954. 13 refs. 


The obstetrical records at Johns Hopkins Hospital for 
the period 1925 to 1946 were examined with the object of 
obtaining information concerning the weight of infants 
born to “ pre-diabetic ’’ women—that is, women in whom 
diabetes was diagnosed 2 or more years after pregnancy. 
The records of 98 pregnancies in 46 patients were 
reviewed. 

The average weight of the 98 infants was significantly 
higher than that of a control group, and the average 
length exceeded that of infants born to normal women. 
Of the 42 infants born to white women in the series, 16 
weighed 4,000 g. or more, the corresponding figure for 
the group of 56 infants born to coloured women being 11. 

The authors state that the material available was not 
sufficient to demonstrate conclusively whether a majority 
or, alternatively, only a small proportion of the infants 
of pre-diabetic mothers’? show this tendency to 
excessive size. Frequently, though not constantly, in this 
series the mother was obese and already had one or more 
children. 

It is suggested that the carbohydrate tolerance of 
apparently normal mothers who have large babies should 
be investigated. I. McLean Baird 


795. Hyperchloraemia in Diabetic Coma 
W.H. Taytor. Lancet [Lancet] 1, 639-642, March 27, 
1954. 14 refs. 


The various causes of hyperchloraemia in diabetic 
coma are illustrated by the case records of 10 patients 
admitted to the Radcliffe Infirmary, Oxford, in coma and 
with a plasma chloride level exceeding 106 mEq. per 
litre. A low or normal plasma chloride level is more 
commonly found in such circumstances, and when 
hyperchloraemia occurs it is usually the result of intra- 
venous infusion of solutions, such as isotonic saline, 
which have a chloride concentration greater than that of 
the extracellular fluid. Excessive water depletion may, 
however, lead to the concentration of chloride already 
present in the body fluids, and was responsible for the 
hyperchloraemia of 2 patients in the series who had not 
received significant amounts of chloride-containing 
fluids. Hyperchloraemia may also arise from failure of 
the kidneys to excrete chloride administered during 
treatment; such failure may result from renal disease or 
from post-renal oliguria (as in one case of prostatic 
hypertrophy), but a hyperchloraemic—hypochloruric 
syndrome may occur in which there is no histological 
evidence of renal damage. The treatment and prevention 


of hyperchloraemia in diabetic coma are discussed, and 
it is suggested that estimation of the plasma chloride 
level may be useful as a guide to the further course of 
fluid replacement, provided that the several possible 
causes of hyperchloraemia are appreciated. 

K. O. Black 


796. The Gonadal Function in Male Diabetics. [In 
English] 

N. BerGovist. Acta endocrinologica [Acta endocr. 
(Kbh.)] Suppl. 18, 1-29, 1954. 2 figs., 35 refs. 


The author reports the results of an investigation 
carried out at Malm6é General Hospital, Sweden, into 
the sexual function of 64 male diabetics. In 15 cases 
the disease had first been diagnosed within the previous 
3 years, the patients’ ages at the time of diagnosis 
ranging from 20 to 45 years, whereas the remaining 49 
patients were diabetics of longer standing (4 to 31 years) 
and their present ages ranged from 20 to 45 years. 
Variations in libido and sexual power and the urinary 
excretion of 17-ketosteroids and gonadotrophins were 
studied under differing conditions of diabetic control. 

Of the recently diagnosed patients, 8 admitted a 
decrease in libido at the onset, and in 5 of these there had 
been a return to normal after stabilization with insulin. 
Loss of potence had occurred in all but 2 of the cases 
with decrease in libido, but returned with its restitution. 
In the long-standing diabetics there was often a dissocia- 
tion between libido and potence, 13 patients complaining 
of lack of libido, and 4 of temporary and 8 of persistent 
impotence. The persistence of neither symptom was 
related to the duration of the diabetes, but there was 
apparently some relation to age; it was only in the older 
men that persistent lack of libido occurred, and no 
patient under 33 had persistent impotence. No definite 
evidence was found that impotence was a symptom of 
diabetic neuropathy. 

The urinary excretion of 17-ketosteroids was signifi- 
cantly below normal in poorly controlled cases, and was 
diminished, on the average, even in the best controlled 
cases. The 17-ketosteroid excretion was not related to 
the duration of diabetes, but appeared to be positively 
correlated with libido. Under conditions of poor 
diabetic control the urinary excretion of gonadotrophin 
was also significantly reduced. The administration of 
testosterone to male diabetics caused no greater increase 
in urinary 17-ketosteroid excretion than in a group of 
non-diabetic men of the same age. 

In discussing these findings, the author suggests that 
the reduction in the urinary excretion of 17-ketosteroids 
in male diabetics is caused by a decreased secretion of 
pituitary gonadotrophins and the resultant decreased 
production of testicular hormone. He stresses that the 
androgens are active not only in fertilization, but also in 
many biochemical functions of the body, and suggests 
that the apparent correlation between good diabetic 
control and higher 17-ketosteroid excretion might be 
considered an argument for more rigid diabetic control 
than is sometimes practised. J. Lister 


See also Pathology, Abstract 597. 
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797. Further Observations on the Metabolic Stimulating 
Effect of Salicylate 

J. B. CocHRAN. British Medical Journal (Brit. med. J.) 
1, 733-734, March 27, 1954. 6 figs., 3 refs. 


The author, working at the Gardiner Institute of 
Medicine, University of Glasgow, has previously shown 
(Brit. med. J., 1952, 2, 964; Abstracts of World Medicine, 
1953, 13, 185) that salicylate produces a marked increase 
in Oxygen consumption in normal subjects and patients 
with subacute rheumatism. The present investigation 
was undertaken to determine the effect of salicylate and 
its isomers on the oxygen consumption of patients 
suffering from acute rheumatic fever. 

Observations were made on 3 patients admitted to 
hospital with acute rheumatic fever who were receiving 
2 g. of aspirin 4-hourly. The fall in temperature occurred 
in 24 to 48 hours and was accompanied by a rise in oxygen 
consumption, but the metabolic rate fell when aspirin 
was withdrawn. A fourth patient, being treated with 
sodium salicylate and bicarbonate, had a recrudescence 
of symptoms together with a concurrent fall in oxygen 
consumption on reduction of dosage or withdrawal of 
salicylate. 

The effect of single doses of 3 g. of salicylate or of 
aspirin were compared with single doses of 5 g. of the 
para- and meta-hydroxy isomers of salicylate on the 
same patient during convalescence. Sodium salicylate 
and aspirin caused a 12° and 11°% increase respectively 
in Oxygen consumption, while the isomers were without 
effect. Two other convalescent patients were given 
approximately 2 g. of the isomers 4-hourly over a 4-day 
period without significant increase in oxygen consump- 
tion. As the isomers are also known to be ineffective 
therapeutically, it is suggested that the therapeutic effect 
of salicylate must be related in some way to its metabolic 
effect. Norval Taylor 


798. Capillary Permeability. Rheumatism and Corti- 
sone. (Permeabilita capillare. Reumatismo e cortisone) 
R. SCALABRINO and G. PASQUARIELLO. “Reumatismo 
[Reumatismo] 6, 69-86, March-April, 1954. 4 figs., 
bibliography. 


Investigations on capillary permeability in 11 rheumatic 
and 7 non-rheumatic patients are reported. The 
anatomical, functional, chemical, and enzymatic charac- 
teristics of capillaries are discussed at length. The 
theory that rheumatism, in the broad sense, involves a 
disturbance of capillary permeability is examined, and 
reference is made to reports of the effect on the capillaries 
of cortisone and ACTH (corticotrophin). The Landis 
test was used in the authors’ investigations. This 
consists in determining the amount of water and protein 
lost from the blood over a period of 30 minutes in a 
limb compressed proximally by a tourniquet at a pres- 
sure of 80 mm. Hg, as calculated by comparison of 


the haematocrit values and protein content of venous 
blood taken from the compressed limb and from that of 
the opposite side. In normal subjects the average loss 
is stated to be 18-7 ml. of water and 0-22 g. of protein 
per 100 ml. of blood. 

In the cases of acute and chronic rheumatism investi- 
gated the average loss of water was 31-9 ml. and of pro- 
tein 1-48 g. per 100 ml. before treatment, while in 7 cases 
of non-rheumatic disease (4 of liver disease, 1 of chorea, 
1 of Hodgkin’s disease, and 1 of asthma) the average 
figures were 24-9 ml. and 0-69 g. respectively. Cortisone 
was then given for 2 to 5 days, the total dosage being 
150 to 850 mg. The test was repeated on 1 or 2 occa- 
sions 1 to 5 days after the omission of cortisone, mainly 
on the 2nd or 4th day. It is stated that cortisone 
produced a constant, immediate, and considerable 
diminution in capillary permeability in rheumatic sub- 
jects and, to a lesser degree, in non-rheumatic patients. 
[The figures do not bear this out completely: water loss 
increased in 3 of 5 cases examined on the second day. 
Loss of protein, however, diminished in all cases, irre- 
spective of any increase in water loss.] The implications 
of the results claimed are discussed at some length. 

W. A. Bourne 


CHRONIC RHEUMATISM 


799. Phenylbutazone in Arthritis 
H. R. Davies. Annals of Physical Medicine [Ann. phys. 
Med.] 2, 8-15, Jan., 1954. 5 refs. 


The long-term results of administration of phenyl- 
butazone in arthritic conditions, mainly rheumatoid 
arthritis, are described. The drug was given by mouth 
in an initial dosage of | g. daily for 3 days and gradually 
reduced until the lowest effective dose was established, 
which was usually 800 mg. on alternate days. Other 
medication, particularly with barbiturates, was avoided, 
and some restriction was placed on the salt intake. 
Determination of the leucocyte count did not appear 
to be necessary after the initial period of treatment. 

Of 160 patients treated at hospitals in the Mid-Herts 
and West-Herts Hospital Group, 15 did not benefit in 
any way during the initial phase, and treatment was 
therefore stopped. The remaining 145 patients were 
observed for periods varying from 3 to 18 months. It 
was found that while there was a definite improvement in 
function, joint changes were unaffected. The relief 
of pain was the most striking result of administration of 
the drug, and the author suggests that its usefulness in 
other directions is due largely to this effect. It was of 
particular value in 7 out of 9 cases of ankylosing spondy- 
litis. There was rapid relief of symptoms in 2 cases of 
acute gout after intramuscular injection of 1 g. of phenyl- 
butazone, while in 2 cases of chronic gout there was a 
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similar, but slower, response. Marked relief of symp- 
toms was obtained by 14 out of 30 patients with osteo- 
arthritis of the hip, nocturnal pain being relieved to a 
greater extent than weight-bearing pain. 

Allergic reactions to the drug in the form of a rash, 
angioneurotic oedema, and mild dyspnoea occurred in 
14 cases, while 20 patients complained of gastrointestinal 
disturbances. Other complications included transient 
granulocytopenia (1 case), purpura without haemato- 
logical changes (2 cases), and cardiac failure precipitated 
by fluid retention (3 cases, one fatal). Two patients 
sustained fracture of the femoral neck while under 
treatment, 

The author considers that phenylbutazone is a most 
useful adjuvant in the management of arthritic conditions, 
but emphasizes that continued care is necessary during 
long-term administration. B. E. W. Mace 


800. Death from Hypersensitivity due to Phenylbutazone 
D. J. O'BRIEN and G. Storey. British Medical Journal 
[Brit. med. J.] 1, 792-794, April 3, 1954. 4 figs., 19 refs. 


801. Stevens—Johnson Syndrome and Granulocytopenia 
after Phenylbutazone 

S. J. Steet and J. L. Morrattr. British Medical Journal 
[Brit. med. J.| 1, 795, April 3, 1954. 5 refs. 


802. Deep X-ray Therapy in Spondylitis 

J. SHARP and E. C. Easson. British Medical Journal 
[Brit. med. J.] 1, 619-623, March 13, 1954. 2 figs., 
18 refs. 


Since 1947 a total of 332 cases of ankylosing spondylitis 
have been seen at the joint clinic of the Rheumatism 
Centre and Christie Hospital and Holt Radium Institute, 
Manchester. Of these, 242 were classified as typical, 
31 as borderline ’’, and 59 as atypical cases. The 
incidence of a family history of rheumatism, iritis, or 
involvement of the hands or feet was not significant in 
any group. The present paper is concerned with results 
of x-ray therapy in 275 cases (212 typical, 28 borderline, 
and 35 atypical). 

It was considered advisable to treat the whole spine 
and sacro-iliac joints in all cases. Narrow fields were 
applied directly and a dose of 150 r was given once a week 
for 10 weeks. A similar dosage was given to peripheral 
joints, but localized tender areas on bony points and 
tendon insertions received a single large dose of 500 to 
600 r. 

The condition of the patient was assessed before and 
one month after treatment. The erythrocyte sedimen- 
tation rate was not of any prognostic significance. 
The response to treatment was the same in males as in 
females, and was significantly more marked in typical 
cases than in atypical. There was a relapse over a 
relatively short period of observation in 56 of the typical 
cases. Complications, which were few, included aplastic 
anaemia (1 case), reactivation of pulmonary tuberculosis 
(1), and renal failure (2 cases). Permanent amenorrhoea 
developed in 13 out of 47 females treated. The impor- 


tance of exercises after radiotherapy and the dangers of 
immobilization are stressed. 

It is concluded that only patients suffering from 
typical ankylosing spondylitis benefit from x-ray therapy. 
The effect seems to be directly on the tissues irradiated 
and not through some indirect mechanism. Further 
study is being undertaken with a view to establishing 
criteria for the differential diagnosis of atypical ankylos- 
ing spondylitis. R. D. S. Rhys-Lewis 


803. Potentiation of Cortisone by Glycyrrhetinic Acid 
F. D. Hart and J. C. LEONARD. Lancet [Lancet] 1, 
804-805, April 17, 1954. 1 fig., 3 refs. 


In view of the restricted supply of cortisone as yet 
available, any drug which might intensify its therapeutic 
action is worth investigation. 

Work reported from Holland and elsewhere having 
suggested that liquorice and glycyrrhetinic acid might 
have such an effect, the present authors carried out tests 
at the Westminister Hospital, London, on 11 patients 
with rheumatoid arthritis under carefully controlled 
conditions for 5 to 7 days. The results of this investiga- 
tion were discouraging, and it is concluded that if there 
is any potentiation of cortisone by glycyrrhetinic acid it is 
too slight and inconstant to be of value in the treatment of 
rheumatoid arthritis. Oswald Savage 


804. Placental Tissue Implantation for Rheumatoid 
Arthritis. A Preliminary Report 

R. M. Lintz. Geriatrics [Geriatrics] 9, 106-110, 
March, 1954. 19 refs. 


At Bellevue Hospital, New York, 35 adult patients 
suffering from severe rheumatoid arthritis of long stand- 
ing were treated by the implantation of fresh placental 
tissue in the thigh, as recommended by: Filatov. There 
was no subsequent improvement in 15 of these cases, 
but in the remaining 20 there was decreased heat and 
swelling in the joints and increased range of movement, 
as well as some symptomatic improvement, starting 
2 to 10 days after the operation. The improvement in 
5 cases lasted for 3 to 4 years, in the rest for 2 to 10 
months. 

The author discusses the mode of action of this treat- 
ment and draws attention to the possible importance 
of psychological stimuli. In view of the fact that 
liquefied material drained from the wound in every 
case before closure, he does not consider that his results 
were due to any sustained elaboration of hormones by the 
implants, but points out that “* this does not preclude 
the possibility of some short-lived hormonal stimulus 
from the implanted material ’’ acting as a trigger mechan- 
ism. G. Loewi 


805. Pulmonary Lesions in Rheumatoid Arthritis 
G. S. Cxureistre. Australasian Annals of Medicine 
[Aust. Ann. Med.] 3, 49-58, Feb., 1954. 8 figs., 13 refs. 


The clinical and post-mortem findings in 3 cases of 
rheumatoid arthritis are described in this paper from 
Melbourne University, with special reference to the 
extra-articular lesions. In all 3 cases there were obvious 
pulmonary lesions. In one case a granulomatous mass 
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measuring 7 cm. in diameter was found, which was 
indistinguishable histologically from the usual sub- 
cutaneous periarticular nodule seen in rheumatoid 
arthritis. The author considers that extra-articular 
lesions are an integral part of the disease and are present 
more often than is generally accepted. In the chronic 
stage active lesions may be found in many parts of the 
body, even when the affected joint is quiescent, but the 
scars of late healed lesions may also be recognized. 
A. C. Lendrum 


COLLAGEN} DISEASES 


806. Treatment of Acute Disseminated Lupus Erythe- 
matosus with Corticotropin and Cortisone 

L. J. Sorrer, S. K. Ester, and D. J. HAMERMAN. 
Archives of Internal Medicine [Arch. intern. Med.] 93, 
503-514, April, 1954. 2 figs., 11 refs. 


A study was made at the Mount Sinai Hospital, 
New York, of the effects of treatment with cortisone or 
ACTH (corticotrophin) on 32 patients with acute 
systemic lupus erythematosus, 26 of whom were females 
and 6 males. The patients’ ages varied from 11 to 
60 years, but the incidence of the disease was highest 
during the second, third, and fourth decades. Most of 
the patients had been ill for 6 months to 2 years before 
admission, but 3 had had the disease for more than 
5 years. During this period spontaneous remissions had 
occurred in most of the patients, lasting between 2 weeks 
and many months. Joint pains, with or without demon- 
strable abnormalities of the joints, were the initial symp- 
toms in more than half the cases, and fever of varying 
degree was present in almost all. Other manifestations 
included loss of weight, a characteristic facial eruption. 
shallow, ulcerated lesions of the mucous membrane, 
generalized lymphadenopathy (the nodes being discrete, 
moderately enlarged, and not tender), enlargement of 
the liver and spleen, pericarditis (with or without effu- 
sion), and hypertension, which was almost always asso- 
ciated with renal damage. Most of the patients had 
either a normal leucocyte count or a leucopenia and a 
varying degree of anaemia. L.E. cells were readily 
found in the peripheral blood in all cases, so that examina- 
tion of the sternal bone marrow was generally unneces- 
sary. False positive reactions to the serological tests 
for syphilis were met at one time or another in more 
than one-third of the series. 

Initially, 100 mg. of ACTH a day was given intra- 
muscularly in 4 doses, but acutely ill patients received 
a slow intravenous infusion of 20 to 40 mg. dissolved in 
500 to 1,000 ml. of 5°¢ dextrose solution over an 8-hour 
period. The daily dosage of cortisone varied from 
200 to 400 mg., but was occasionally as much as 800 mg., 
given in 4 doses. After the acute manifestations had 
subsided the daily maintenance dose of ACTH required 
varied from 25 to 75 mg., and of cortisone from 50 to 
100 mg. In some cases it was possible to stop treatment 
entirely for variable periods. The hypertension, hepato- 
megaly, and splenomegaly responded either poorly or 
not at all to the treatment, but the fever, joint pains, 
rash, and mucosal lesions subsided. In all cases, 


however, L.E. cells continued to be found in the peri- 
pheral blood, and in only a small number was there any 
significant improvement in renal function. Complica- 
tions of the treatment included rounding of face, psychia- 
tric abnormalities (euphoria, depression, or paranoid 
trends), hypertension, oedema, infections, acne, hirsu- 
tism, and metabolic alkalosis. To prevent the develop- 
ment of alkalosis 2 to 6 g. of potassium chloride was given 
daily either orally or parentally as a routine. Most of 
the side-effects disappeared when the dosage of hor- 
mone was reduced or treatment stopped. 

After periods of observation ranging from 1 to 40 
months, 23 of the 32 patients had survived and were 
reasonably well, 8 having been in a state of remission 
without treatment for 2 to 30 months and the remaining 
15 receiving maintenance treatment. Nine patients. had 
died, 6 from progressive renal failure, 1 from status 
epilepticus, 1 from a disseminated fungus infection, and 
1 because of inadequate therapy. 

E. W. Prosser Thomas 


807. Pulmonary Manifestations in the Diffuse Collagen 
Diseases 

P. ELLMAN and L. CupKowicz. Thorax [Thorax] 9, 
46-57, March, 1954. 12 figs., bibliography. 


The authors describe 10 cases of diffuse collagen 
disease in which pulmonary manifestations occurred; 
the patients were seen at two London hospitals and at 
Dorking (Surrey) General Hospital. The series com- 
prised 3 cases of scleroderma, 2 of disseminated lupus 
erythematosus, 2 of polyarteritis nodosa, and 3 of 
rheumatoid disease. 

The presenting symptom of respiratory involvement in 
each case was dyspnoea, which in cases of polyarteritis 
nodosa was associated with wheezing and gave rise to a 
complaint of “‘ asthma.’’ In the cases of scleroderma, 
respiratory symptoms occurred late in the course of the 
disease. In one case radiographs showed miliary 
mottling of the lungs associated with cardiac enlarge- 
ment. In another there was increasing dilatation of the 
pulmonary arteries, accompanied by pleural thickening 
and adhesions; while in the third case there was a basal 
fibrosis which later developed into sclerocystic disease of 
the lungs. One of the patients with disseminated lupus 
erythematosus showed bilateral basal fibrosis, and a 
unilateral effusion developed during an acute exacerba- 
tion in the 12th year of the disease; in the other a tran- 
sient shadow in the right paracardiac‘ region, at first 
thought to be an abscess and later assumed to be an area 
of “* pneumonitis ’’, was observed at the onset of the 
disease. 

In both the cases of polyarteritis nodosa there was fine 
mottling in the upper zones, which resolved in one case. 
Respiratory symptoms occurred at the onset of the 
disease. Lastly, in the 3 cases of rheumatoid arthritis 
a pleural effusion, a transient paracardiac shadow with 
basal reticulation, and bilateral pleural effusion followed 
by basal pleural fibrosis were observed respectively. 

In none of the cases studied were the lung lesions 
modified by treatment with ACTH or cortisone. The 
literature of pulmonary manifestations in collagen 
disease is briefly reviewed. Nigel Compston 
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808. Pain-sensitivity Tests. The Pressure Algometer 
K. D. Keeve. Lancet [Lancet] 1, 636-639, March 27, 
1954. 6 figs., 8 refs. 


The author describes a calibrated, spring-loaded algo- 
meter consisting essentially of a metal cylinder containing 
a spring which is compressed by a plunger, the tip of 
which, 0-5 cm. in diameter, can be applied to any con- 
venient part of the body, the pressure applied being read 
off on a scale marked from 0 to 10 kg. He gives an 
account of the method of use of this instrument to 
determine the threshold and “ceiling of pressure 
pain over the forehead. 

The results obtained by this method (which are repro- 
ducible and measurable) are compared with those of 
Libman’s non-quantitative test made by applying pres- 
sure with the thumb over the styloid process (which are 
not measurable). They allowed, however, the same 
division of the subjects into hypersensitive, normo- 
sensitive, and hyposensitive groups. The distribution 
of these three groups was also similar to that obtained 
with Lewis's ischaemic pain test and Hollander’s test, 
and it is suggested that since the normal values of these 
tests are interconvertible, much advantage would accrue 
from expressing the results of the many other pain- 
sensitivity tests in similar equivalent terms. 

J. B. Stanton 


809. Trigeminal Neuralgia. Pathology and Treatment 
G. F. RowsorHaM. Lancet [Lancet] 1, 796-798, 
April 17, 1954. 10 refs. 


The author draws upon his wide clinical experience of 
trigeminal neuralgia in discussing 250 consecutive cases, 
176 of which were treated by operation. He states that 
the essential feature of this condition is the spasmodic 
nature of the pain, which is confined to the distribution 
of the trigeminal nerve and usually initiated by move- 
ment or touch. Many theories about the pathology 
have been advanced. Thus Harris suggested a peri- 
pheral origin, whereas Dandy believed that trigeminal 
neuralgia was due, in many cases, to irritation of the 
nerve by a tumour, by an aneurysm, or by loops of the 
basilar arterial system. Frazier suggested faulty thalamo- 
cortical mechanisms, and Wyburn-Mason a distortion 
of the neural pathways of the upper cervical nerve roots, 
resulting in abnormal pain plexuses of the skin of the 
face. Weddell et al. believed that abnormal neural 
patterns on the skin might give rise to this “ proto- 
pathic *’ pain response; the author accordingly excised 
three trigger points of skin, but full examination of the 
tissue did not reveal any change in the pattern of the skin 
plexus, although an increase in the fibrous tissue was 
noted. It is suggested that this produces a “ perifila- 
mentous adhesive neuritis ”’. 

Of the 250 patients (93 males and 157 females) none 
was under 20, the majority being 50 and over. The 


incidence was highest in the age group 60 to 69. The 
neuralgia affected mainly the 2nd and 3rd divisions of 
the 5th cranial nerve, though the Ist division was affected 
in a few cases. In 82 cases the left side was involved and 
in 163 the right; involvement was bilateral in 5. Opera- 
tion by the extradural route and into the middle fossa 
failed to reveal any constant change in extraneural tissue 
which would account for the neuralgia. No abnor- 
mality was found on histological examination of sections 
of the root and of the ganglion. 
Discussing surgical treatment, the author states that 
since division of the trigeminal pathways gives a dis- 
agreeable feeling of anaesthesia, which may itself be a 
burden to the patient, section should not be undertaken 
unless it is probable that pain will be relieved. Frac- 
tional root resection is advised where practicable to avoid 
numbness in divisions free from pain, and the danger of 
interstitial keratitis after ganglion’ injection is stressed. 
The author considers that intracranial extradural neurec- 
tomy of the second division is a valuable procedure 
where the pain is so restricted. Extracranial ‘alcohol 
block of the second and third divisions, though safe, gives 
temporary relief only, as does avulsion of the supra- or 
infra-orbital nerve. L. A. Liversedge 


810. Pancreatic Extract in the Treatment of Multiple 
Sclerosis 

M.L. Lowry. American Journal of the Medical Sciences 
[Amer. J. med. Sci.) 227, 259-267, March, 1954. 19 refs. 


In pursuance of his previous work (Amer. J. med. Sci., 
1953, 226, 73; Abstracts of World Medicine, 1954, 15, 
169) founded on the hypothesis that disseminated 
sclerosis may be caused by a disorder of carbohydrate 
metabolism, the author has studied the effect of “* depro- 
panex”’, an insulin- and protein-free pancreatic extract 
which is a potential modifier of carbohydrate metabolism, 
in 11 cases of disseminated sclerosis and one of amyo- 
trophic lateral sclerosis under treatment at Camarillo 
State Hospital, California. Injections of depropanex, 
in doses of 2 or 3 ml., were given intramuscularly 3 times 
weekly for periods ranging from 4 to 18 months. The 
average duration of the disease was 12 years, and all 
the patients had become progressively more disabled 
over a number of years. The results were expressed 
as degrees of improvement—ranging from 0 to 3—in such 
individual features of the disorder as spasticity, co- 
ordination, “endurance”’, ocular symptoms, speech, 
locomotion, and mental changes. 

A significant degree of improvement was noted in 4 
cases, a moderate degree in a further 4, slight improvement 
in 2, and 2 were not benefited. No adverse effects were 
noted. Improvement, when it occurred, did not appear 
for 2 or 3 months. On the assumption that depropanex 
caused the improvement, the author postulates anew 
the theory that disseminated sclerosis is a disorder of 
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carbohydrate metabolism, He discusses the possible 
connexion between the action of depropanex and demye- 
lination, vascular spasm, and neuromuscular function in 
this condition, and concludes that this extract deserves 
further trial ** until a more effective therapy is found.” 
(Unfortunately the series is very small, the period 
of observation short, and there is no mention of any 
control cases. In view of these facts, and considering the 
nature of disseminated sclerosis and the variety of its 
manifestations, it is difficult to draw any firm conclusions 
from this study.] Fergus R. Ferguson 


811. Clinical and Experimental Study of Segmental 
Pain from the Shoulder 

N. W. Nispet. British Medical Journal [Brit. med. J.) 1, 
730-733, March 27, 1954. 9 figs., 16 refs. 


The author studied the distribution of pain in his own 
arm after injection of 6% saline into the supraspinatus 
muscle or its tendon. As Kellgren had previously 
shown, the injection caused unpleasant deep pain which 
was difficult to describe but which was referred in a seg- 
mental distribution. Injection of the supraspinatus 
tendon or muscle always produced pain in the outer 
aspect of the arm and sometimes in the forearm and 
thumb. In addition, a spot was found in the proximal 
part of the muscle belly, injection at which caused a 
continuous band of pain along the length of the limb. 

The author applied these findings in a study of a number 
of clinical cases. Of 26 patients with supraspinatus 
tendinitis, 18 had pain radiating along the whole limb 
and even into the fingers of the radial side of the hand; 
the other 8 felt pain only above the elbow, which was 
occasionally confined to a narrow band on the anterior 
and posterior aspects of the upper arm. In 15 patients 
with spasm of the short rotator muscles the pain was 
referred to the deltoid region and outer aspect of the 
arm. The pain in 35 cases of ** frozen shoulder *’ was 
referred from the tip of the shoulder around the lateral 
aspect of the arm to the dorsal region of the forearm and 
hand, or, occasionally, along the antero-lateral aspect of 
the forearm into the palm. 

These findings are discussed in the light of the possible 
variations in the fifth and sixth cervical segments, which, 
it is suggested, supply the shoulder. As the pain in 
** frozen shoulder ’’ appears to reach the eighth cervical 
segment the possibility of central spread in the spinal 
cord is discussed. Donald Mc Donald 


812. An Evaluation of Conservative Treatment for 
Patients with Cervical Disk Syndrome 

G. M. Martin and K. B. Corsin. Archives of Physical 
Medicine and Rehabilitation [Arch. phys. Med.) 35, 87-92, 
Feb., 1954. 24 refs. 


At the Mayo Clinic between 1947 and 1950 conserva- 
tive treatment, including cervical traction, was given to 
61 patients in whom protrusion of a cervical invertebral 
disk was suspected, and in the present paper the results of 
this treatment are assessed. The patients (42 men and 
19 women) were between 30 and 60 years of age, half 
being between 40 and 50. All gave a history of a radicu- 
lar type of pain of 4 days’ to several years’ duration; 


NEUROSURGERY 


other symptoms were paraesthesiae in 48, motor weak- 
ness in 33, and diminished reflexes in 30. 

Treatment began with heat and massage, followed by 
cervical traction with an overhead Sayre head sling. The 
traction, which varied in amount from 30 to 100 lb. 
(13-6 to 45 kg.) with an average of 60 Ib. (27 kg.), was 
applied for 1 to 3 minutes twice a day. The number of 
treatments varied from 1 to 42, with an average of 8 
treatments per patient. At the end of an initial period 
of treatment definite improvement was noted in 41, 


there being no change in 20. At the end of an observa- . 


tion period of 6 months to 5 years there was definite 
improvement in 47 and slight improvement in 2; 12 had 
undergone surgical treatment, the operation having been 
performed within a month of the start of conservative 
treatment in 9. 

The authors consider that the improvement in these 
cases was due primarily to traction, although ancillary 
procedures were of value. 

[This paper is hardly full enough for a real evaluation 
of the results. The authors do not state whether 
improvement could be correlated with the physical signs, 
nor the time necessary for such improvement, but the 
fact that 9 cases were operated upon within a month 
suggests that time was hardly allowed to play its proper 
part in this scheme of treatment.] N. S. Alcock 


813. Traumatic Paraplegia—Rationale of Therapy 
H. Kesster. Annals of Internal Medicine [Ann. intern. 
Med.} 40, 905-923, May, 1954. 24 refs. 


814. Information Provided by Intermittent Photic 
Stimulation in the Electroencephalographic Study of 
Cerebral Vascular Accidents. (Renseignements apporteés 
par la stimulation lumineuse intermittente a l'étude 


électroencéphalographique des accidents  vasculaires 
cérébraux) 
©. Farsrot. Acta psychiatrica et neurologica Scandi- 


navica [Acta psychiat. neurol. scand.| 28, 275-286, 1953 
[received May, 1954]. 9 figs., 11 refs. 


In the electroencephalographic examination, carried 
out at the Hopital de la Salpetriére, Paris, of 41 cases of 
cerebral vascular accident, photic activation at various 
frequencies was used as a routine. The frequencies used 
were divided arbitrarily into ** low ”’ (0-8 to 4 per second), 
** medium” (4 to 12 per second), and “ high” (12 to 
27 per second). 

The cortical responses to photic stimulation were 
specially studied in 36 cases of supratentorial vascular 
lesions, which were mainly located in the territories 
served by branches of the Sylvian artery. The electro- 
encephalogram (EEG) revealed focal anomalies in 27 
of these cases and generalized anomalies in 4. Normal 
tracings were obtained in 5 cases. An asymmetrical 
response to high-frequency intermittent photic stimulation 
was found in the two hemispheres in 26 cases, and to 
low-frequency stimulation in 10 cases. A relative and 
regional diminution of the response to photic stimulation 
of high frequency was found near the posterior border of 
abnormal electrical foci previously found in the EEG in 
22 cases. 
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The response to low-frequency photic stimulation was 
asymmetrical in 10 cases and in general was diminished 
on the affected side, but not so constantly as with high- 
frequency stimulation. In most cases an asymmetrical 
response to low-frequency stimulation was associated 
with clinical signs suggesting a fairly severe lesion. 

J. MacD. Holmes 


815. Electroencephalographic Changes Resulting from 
Carotid Artery Compression 

S. A. SKILLICORN and R. B. AirD. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat. (Chicago)] 71, 
367-376, March, 1954. 3 figs., bibliography. 


The possible value of carotid compression as an 
activator [sic] of the electroencephalogram has been 
explored at the University of California Hospital in 60 
patients suffering from a variety of cerebral and non- 
cerebral neurological diseases and in 10 normal controls. 
Carotid-sinus massage alone was without effect, but 15 of 
the patients showed a marked and mainly ipsilateral 
response to compression of the carotid artery below the 
sinus; 11 of these patients had cerebral vascular disease 
and in 7 cases there was thrombosis of the contralateral 
carotid artery. The test may therefore be of value in the 
diagnosis of this condition and in the recognition of 
latent vascular insufficiency. W. A. Cobb 


816. Further Clinical Studies on Epidemic Vertigo, 
** Névraxite vertigineuse’’. [In English] 

T. DALSGAARD-NIELSEN. Acta psychiatrica et neuro- 
logica Scandinavica [Acta psychiat. neurol. scand.] 28, 
263-267, 1953 [received May, 1954]. 1 fig., 6 refs. 


The symptomatology of epidemic vertigo is discussed 
and 21 cases seen at Frederiksberg Hospital, Copenhagen, 
are described. The signs and symptoms were as follows: 
dizziness in all the cases; nausea and vomiting in 19; 
headache in 15; general symptoms of infection in 14; 
slight fever in 11; certain abnormal acoustic or vestibular 
signs in 7; transitory diplopia in 2; and hiccup in 2. 
In addition mild electroencephalographic disturbances 
were noted in 6 out of 13 cases in which a tracing 
was taken. The cerebrospinal fluid was examined in 
18 cases and found to be normal, while the Wassermann 
reaction was negative in all 21 cases. Recovery was 
complete in 1 to 8 weeks in all except 2 of the patients; 
the 2 exceptions, who had hepatitis and hiccup respec- 
tively, required a considerably longer stay in hospital. 

The author considers that the findings lend support to 
the assumption that the disease is a form of encephalitis. 

J. MacD. Holmes 


817. The Long-term Prognosis of Hydrocephalus. 
(Sugli esiti a distanza dell’idrocefalia) 

W. TANGHERONI. Rivista di clinica pediatrica [ Riv. Clin. 
pediat.| 52, 439-451, Dec., 1953 [received April, 
1954]. 9 refs. 


The author has attempted to delineate the course and 
remote prognosis of hydrocephalus by reviewing the 
histories of 25 children admitted with this diagnosis over 
the last 20 years to the Paediatric Clinic of the University 
of Pisa. In 15 of the cases a personal follow-up examina- 


tion was possible; the remaining 10 patients had died, 
but full clinical details were available. The author 
divides the survivors into three groups: (1) complete 
recovery, spontaneous or therapeutic, with no sequelae, 
3; (2) arrested cases in which there appeared to be no 
disturbance of somatic or psychomotor development in 
spite of persisting hydrocephalus, 4; and (3) slowly 
progressive cases with evidence of motor or mental dis- 
turbances, extrapyramidal disorder, or somatic mal- 
development, 8. The 10 fatal cases fell into two main 
groups: (1) onset within the first 6 months of life, 
rapidly leading to death; (2) onset within the first or 
second year of life, with survival for periods ranging 
from 24 to 7 years. Prognosis for survival was better 
in cases in which the hydrocephalus was thought to 
be of the “ hypersecretory’’ type than in obstructive 
cases, in which the ultimate mortality was more than 
50%. The prognosis was also poor in cases associated 
with congenital malformations such as spina bifida. 
Discussing the value of radiotherapy for hydrocephalus, 
the author advises caution in the assessment of results 
since initial improvement may not be maintained, but 
considers that there is some evidence that, administered 
early in the disease, it may be of benefit in the ** hyper- 
secretory type. 

[The value of this paper would have been enhanced if 
the pathological findings in the fatal cases had been 
included.] J. B. Stanton 


818, Analysis of 1,400 Cases of Acute Injury to the 
Head 

G. F. ROwBoTHAM, -I. N. MAciver, J. Dickson, and 
M. E. BousFieELD. British Medical Journal (Brit. med. J.] 
1, 726-730, March 27, 1954. 


Of 2,000 patients with acute head injury admitted to 
the General Hospital, Newcastle upon Tyne, between 
1941 and 1951, 210 died. In the present paper the 
authors analyse 1,400 out of the total series (1,000 
adults and 400 children 12 years of age and under) 
who were admitted between 1945 and 1951. The head 
injury in 444 of the adults was due to a road accident, 
and of these 87 died. Of 175 adults admitted in coma 
121 died, and of 101 admitted in semi-coma 27 died; 
the number of deaths in the remaining 724 cases was only 
27. The head injury in 147 of the children was due toa 
road accident and in 149 to a fall from a height; 34 of 
these children died, 20 of whom were admitted to hospital 
in coma. 

A major operation was performed in 209 cases. Extra- 
dural haemorrhage causing loss of consciousness after a 
latent interval occurred in 28 cases; one of these patients 
died before operation, and of the remainder 17 survived 
and 10 died. Only 2 of these cases of extradural haemor- 
rhage were uncomplicated by brain damage. Details of 
the cause of the accident and the site of the haemor- 
rhage in these cases are tabulated. 

Only a preliminary report of the results of necropsy 
examination was available, but this showed that damage 
to the brain-stem was a frequent finding. 

The paper includes a discussion of the long-term 
results in 250 cases. Donald McDonald 
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819. The Electrical Activity of the Brain in Hypnosis. 
THYCCKOM CHe) 

M. P. Nevskii. JXypHaa Hesponamoaoeuu u cuxu- 
ampuu [Zh. Nevropat. Psikhiat.] 54, 26-32, Jan., 1954. 
6 figs. 


The electroencephalogram (EEG) of 25 normal people 
during hypnosis showed definite and regular changes, 
somewhat similar to those found during natural sleep. 
It was possible, however, to distinguish between the 
2 sets of tracings, the difference being interpreted as that 
between partial and more complete inhibition. Changes 
in the pattern of the EEG following the application of 
various sensory stimuli during hypnosis are also described. 
Hypnotically suggested absence of sensation was not 
reflected in the EEG, which registered the usual changes 
regardless of the subject’s lack of perception. 

L. Crome 


820. Treatment of the Postintoxication State in Alco- 
holics with Mephenesin and Other Drugs 

H. R. GreenHouse. Quarterly Journal of Studies on 
Alcohol (Quart. J. Stud. Alcohol] 15, 43-46, March, 1954. 
7 refs. 


Following a report by Schlan and Unna (J. Amer. med. 
Ass., 1949, 140, 672) on the effect of mephenesin on 
psychomotor agitation due to various causes, the present 
author has used this drug in the treatment of post- 
alcoholic agitation in 941 patients, 0-5 g. of mephenesin 
being given 4-hourly during the day with no other seda- 
tive medication. Marked relief of tremors and gastro- 
intestinal disturbances was observed in 69% of the cases 
and of anxiety in 50%, but there was little alleviation of 
depression or insomnia. The addition of 4 grains 
(0:26 g.) of ‘* sedamyl”’ (acetylbromdiethylacetylcarb- 
amid) was tried in a further series of 50 cases, and the 
combination proved more effective in relieving depression 
than either drug alone. Similar results were obtained 
when amphetamine sulphate (5 mg.), deoxyephedrine 
hydrochloride (5 mg.), or “‘ dexamy! ’’—a combination of 
dextroamphetamine sulphate with amylobarbitone—(one 
tablet) was given together with 0-5 g. of mephenesin 
3 times daily in the treatment of further groups of 
30 cases each. Even better results were obtained in 
60 cases with dextrodeoxyephedrine and sedamyl given 
in a single tablet (*‘ euphased ’’) 3 times daily, which 
induced a prompt elevation of mood without subsequent 
sudden depression. It was also found that in 103 cases 
where gastrointestinal irritability and hyperhidrosis pre- 
dominated, the combination of mephenesin with 1/150 
grain (0-43 mg.) of atropine sulphate appeared to act 
synergically. 

After the completion of these trials the effect of giving 
1 g. of mephenesin 3 to 4 times daily was tried. Some 
reactions occurred, particularly giddiness and epigastric 


distress, but these were so infrequent that the author has 
now adopted the higher dosage as a routine, both the 
proportion of patients relieved and the degree of relief 
obtained being considerably greater. 

R. J. Matthews 


821. Relation of Blood Acetaldehyde Level to Clinical 

Symptoms in the Disulfiram—Alcohol Reaction 

K. Rasy. Quarterly Journal of Studies on Alcohol 

a, J. Stud. Alcohol] 15, 21-32, March, 1954. 3 figs., 
refs. 


822. Effect of Alcohol on Respiration before and after 
Treatment with Disulfiram 

K. Rasy. Quarterly Journal of Studies on Alcohol 
(Quart. J. Stud. Alcohol] 15, 33-42, March, 1954. 3 figs., 
15 refs. 


823. Schizophrenia: A New Approach. 
a Year’s Research 

A. Horrer, H. OsMonpb, and J. SmMyTuHies. Journal of 
Mental Science [J. ment. Sci.] 100, 29-45, Jan., 1954. 
2 figs., 16 refs. 


In this paper from the Saskatchewan Hospital, Wey- 
burn, Saskatchewan, the authors discuss the biochemical 
similarity between adrenaline and mescaline, and suggest, 
as a possible aetiological agent in schizophrenia, the 
existence of a “‘ substance M ’’, similar to adrenaline but 
with the hallucinogenic properties of mescaline. One 
such substance is adrenochrome, a degradation product 
of adrenaline. When synthetic adrenochrome was 
injected intravenously in doses of 0-5, 5, and 10 mg., the 
subjects manifested social withdrawal, negativism, poor 
judgment, preoccupation with inanimate objects, and 
lack of insight. One subject showed a typical depressive 
picture which lasted for 4 days, but this prolongation of 
effect was attributed to a previous hepatitis. _Negativism 
made assessment of the results of the Rorschach test 
difficult, but signs of poor association were present. In 
schizophrenic and epileptic patients there were charac- 
teristic changes in the electroencephalogram. 

The subjective experiences of one of the authors under 
the drug are described in some detail. He reported a 
change in his perception of the outside world, colours 
seeming brighter and two-dimensional objects such as 
pictures appearing to become three-dimensional and 
pregnant with meaning, retaining the full attention of the 
subject so that he lost interest in other persons and became 
indifferent to social standards. Occasionally objects and 
persons seemed sinister and menacing, and the author 
had ideas of reference and feelings of unreality. The 
capacity to relate time and space was impaired and insight 
was partially or totally lost. These symptoms persisted 
for over 12 hours. 

Adrenochrome can be derived from adrenaline through 
the enzymatic action of phenolase, and is the first sub- 
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stance thought to occur in the body which has been 
shown to be a “ hallucinogen” (the authors’ proposed 
term for such substances). They consider the discovery 
of the hallucinogenic properties of adrenochrome and the 
* model psychosis” it produces to be important steps 
towards the identification of the hypothetical ‘* sub- 
stance M’’; so far, however, they have not been able to 
demonstrate its presence in schizophrenic patients by 


existing biochemical methods, since it is very unstable and ' 


is probably present in the body in a concentration of 
about 1 in 5,000,000. The dangers of conducting experi- 
ments with adrenochrome on subjects with a psychiatri- 
cally doubtful history or previous hepatic illness are 
pointed out. Richard de Alarcén 


TREATMENT 


824. Experience of Sleep Therapy in Psychosis. (Onbsit 
MCHXHYECCKH OONbHBIX CHOM) 
A. M. AL’TMARK, E. I. VINOGRADOVA, and R. E. PocHIN- 
Ko. 2KypHan Hesponamoaoeuu u []cuxuampuu [Zh. 
Nevropat. Psikhiat.] 54, 17-21, Jan., 1954. 


The effects of sleep therapy on 99 psychotic patients, 
80 of whom were schizophrenics, are reported. Remis- 
sions of varying duration were obtained in a total of 
34 cases, including 23 schizophrenics. The drug mainly 
used was amylobarbitone sodium. Pyrexia occurring 
as a complication of treatment was treated by the 
administration of penicillin. Sleep therapy was most 
effective in young patients and in conditions of recent 
onset. Crome 


825. Anterior Cingulectomy in Schizophrenia and 
Other Psychotic Disorders: Clinical Results 

P. M. Tow.and_R. W. ARMSTRONG. Journal of Mental 
Science [J. ment. Sci.] 100, 46-61, Jan., 1954. 2 figs., 
8 refs. 


The authors present from Littlemore Hospital, Oxford, 
a report on the results of anterior bilateral cingulectomy 
in 17 cases. The series included 10 cases of schizo- 
phrenia, one each of paraphrenia, aggressive oligo- 
phrenia, presenile dementia, psychotic epilepsy, and 
postencephalitic psychopathy, and 2 of agitated 
melancholia. The patients’ ages ranged from 18 to 68, 
and all had been ill for 5 or more years. The main 
indication for operation was markedly aggressive and 
agitated behaviour which required heavy sedation and 
which had not responded to electric convulsion therapy. 
An average of 3 cm. was resected from each anterior 
cingular gyrus. 

After the operation nearly all the patients became 
more cooperative and manageable for a time and their 
anxiety and aggression disappeared or diminished. 
However, no permanent therapeutic results were obtained, 
the improvement being short-lived and the patients re- 
lapsing within 2 to 8 months. There was no dramatic 
improvement in any of the patients, as is sometimes 
observed after prefrontal leucotomy. The 2 cases of 
agitated depression did not respond at all. During the 
period of remission smaller amounts of sedatives were 
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required and the patients slept better. On _ relapse, 
sedation had to be renewed but the doses required were 
smaller than before the operation. Three patients 
developed epileptic seizures, which have persisted in 
one case. No psychological sequelae which could be 
attributed to the operation were observed. 

Richard de Alarcon 


826. Late Results of Prefrontal Lobotomy. A Study 
of Two Hundred Patients Followed Ten to Seventeen 
Years. [In English] 

W. FREEMAN. Acta psychiatrica et neurologica Scandina- 
vica [Acta psychiat., neurol. scand.] 28, 287-301, 1954. 
7 figs., 10 refs. 


The results are reported from George Washington Uni- 
versity, Washington, D.C., in a series of 200 patients 
subjected to prefrontal lobotomy since 1936 and who 
have now been observed continuously over a period of at 
least 10 years. 

Of 50 schizophrenic patients so treated, the percentage 
of those able to be employed or to keep house has fallen 
from 54 to 39, with a corresponding increase from 14 to 
39%, for those requiring institutional care. Although 
changes in family circumstances were in some cases 
responsible for patients’ readmission, these figures mainly 
represent relapses. Of 45 patients who relapsed and had 
to be admitted to hospital, about half had managed to 
live at home for 5 years or more. All but 2 had been in 
hospital for at least one year before undergoing lobotomy. 
In the author’s view there is little chance that any of these 
patients will recover sufficiently to be able to leave hospi- 
tal again. The fact that when relapse occurs a psychosis 
returns practically unaltered to its original form suggests 
that the functional activity of the brain is capable of 
complete restoration after lobotomy, even to the detri- 
ment of the individual. 

Of 160 patients still alive 10 to 17 years after lobo- 
tomy, 59 are now in hospital, one-quarter of these having 
been admitted during the last year. Increasing age is an 
important factor here—not only of the patient, but also 
of the family, since the death of a parent or other close 
relative may break up a family, so that the patient can no . 
longer be managed at home. 

Of the 47 patients who died, 7 did so as a result of the 
operation and 40 subsequently, 31 of these being 60 years 
of age or over. Heart disease accounted for death in 
more than one-third of the cases and there were only 
3 suicides. Lobotomy, far from hastening death, 
seems to prolong life as well as making it more tolerable. 
The author concludes that prefrontal lobotomy gives 
stable results in the main, although about one-quarter 
of the patients relapse, sometimes many years after 
operation. The best results are obtained with patients 
who have not been in hospital for a prolonged period. 

Adrian V. Adams 


27. Vertebral Fractures as a Complication of Electro- 
convulsive Therapy 

P. A. DEwALpD, N. M. and H. WEINER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 154, 981-984, March 20, 1954. 17 refs. 
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828. Generalized Exfoliative Dermatitis and Liver 
Function 

F. Bauer. Australian Journal of Dermatology [Aust. J. 
Derm.) 2, 69-79, Dec., 1953 [received April, 1954]. 
5 figs., 13 refs. 


At Heidelberg General Hospital, Victoria, Australia, 
the liver function was investigated in 10 patients with 
generalized exfoliative dermatitis and in 10 controls 
with other skin diseases by means of the cephalin floccu- 
lation, thymol turbidity, and Schlesinger’s tests, deter- 
mination of the serum alkaline-phosphatase and protein 
levels and albumin: globulin ratio, and the hippuric 
acid excretion test. Of 51 tests on the patients, 13 gave 
positive results indicating liver dysfunction, while 4 out 
of 55 tests were positive in the controls; this difference 
is not statistically significant. The serum albumin level 
was less than 3-5 g. per 100 ml. in 7 of the 10 patients but 
in none of the controls, the mean value for the patients 
being 3-38 g. and for the controls 4-05 g., a difference 
which is statistically significant. Hippuric acid excre- 
tion was less than 2-7 g. in 9 out of the 10 patients (mean 
1-75 g.) and in only 4 of the 10 controls (mean 4-05 g.), 
this difference also being statistically significant. 

A small degree of liver damage was demonstrated 
histologically on 3 patients at necropsy and in one patient 
by liver biopsy. In 3 cases the liver function tests were 
repeated during the course of the illness. Cessation of 
exfoliation and clinical improvement, either spon- 
taneously or following the administration of cortisone or 
ACTH, resulted in a rise in the serum albumin level and 
an increase in hippuric acid excretion. M. Lubran 


829. Role of Antibiotics in Therapy of Acne 

H. M. Rosinson. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph. (Chicago)] 69, 414-417, April, 
1954. 7 refs. 


At the University of Maryland Hospital the author has 
investigated the value of antibiotics administered 
systemically or by local application in the treatment of 
acne. When various antibiotic ointments were given to 
72 patients suffering from acne there was temporary 
improvement in only 19 of them; this form of treatment 
is not recommended, as the results are poor and there is 
the added risk of producing sensitivity to the drugs. 
Procaine penicillin injections, 300,000 units daily for 
10 days, were given to 18 patients; none of them im- 
proved. Oxytetracycline, chlortetracycline (aureo- 
mycin), erythromycin, and chloramphenicol given by 
mouth were all of about equal value. The author 
suggests that they are useful as supplementary methods 
of treatment but do not replace the usual methods. They 
should not be given for long periods without a break, but 
after the initial improvement has been obtaired small 
maintenance doses help to keep the disorder in check. 

i E. Lipman Cohen 


830. Pathogenesis of Generalized Dermal Pigmentation 
Secondary to Malignant Melanoma and Melanuria 

T. B. Fitzpatrick, H. MonTGomeERY, and A. B. LERNER. 
Journal of Investigative Dermatology [J. invest. Derm.} 
22, 163-172, March, 1954. 7 figs., 10 refs. 


The authors describe a case of -generalized dermal 
pigmentation in a 41-year-old white man who was 
admitted to the Mayo Clinic with a large malignant 
melanoma of the posterior chest wall. In addition to, 
and quite distinct from, the numerous skin metastases 
present, there was diffuse slate-grey pigmentation of the 
entire skin surface, darker in the exposed areas. Melan- 
uria was present. Biopsy examination showed the skin 
pigmentation to be due to melanin granules in the dermis. 
Five previously reported cases of the same phenomenon 
are mentioned, one at least of which was of spectacular 
intensity. 

Recent work on the biochemistry of melanogenesis is 
briefly reviewed. It is suggested that in these cases 
colourless precursors of melanin, such as are present in 
the urine in melanuria (indole-5:6:quinone has been 
identified as one of these by Linnell and Raper), are 
present in the blood and are oxidized non-specifically 
in the tissues to melanin. The blue-grey or blue-black 
appearance of the skin following the abnormal deposition 
of brown melanin granules in the dermis and the absence 
of increased pigmentation in the epidermis are explained 
optically by the scattering phenomenon. 

Bernard Lennox 


831. Urticaria Pigmentosa Appearing as a Solitary 
Nodular Lesion 

L. CHARGIN and P. M. Sacus. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph. (Chicago) 69, 345- 
355, March, 1954. 7 figs., 4 refs. ; 


832. Nodular Granulomatous Perifolliculitis of the 
Legs Caused by Trichophyton rubrum 

J. W. Witson, O. A. PLUNKETT, and A. GREGERSEN. 
Archives of Dermatology and Syphilology [Arch. Derm. 
Syph. (Chicago)] 69, 258-277, March, 1954. 5 figs., 
bibliography. 

Infection with Trichophyton rubrum is common in 
Southern California, and in this paper the authors 
describe 14 cases seen over a recent 2-year period. All 
the patients had a nodular eruption on the legs which 
consisted in a chronic granulomatous infiltrate surround- 
ing hair follicles. Trichophyton rubrum was recovered in 
culture from material removed superficially as well as 
from the sides of deeper portions removed for biopsy. 
The condition responded to local treatment with a fungi- 
cide and x-irradiation and to administration of potassium 
iodide by mouth. 

(Contributors to the discussion of this paper cited 
cases in which infection was due to Microsporum canis). 

John T. Ingram 
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833. Treatment of Chronic Discoid Lupus Erythema- 
tosus with Chloroquine (Aralen) 

D. M. Pittspury and C. Jacosson. Journal of the 
American Medical Association [J. Amer. med. Ass.| 154, 
1330-1333, April 17, 1954. 17 refs. 


In this report from the University of Pennsylvania 
Medical School the results of treating 16 cases of chronic 
discoid lupus erythematosus with chloroquine (“* aralen ’’) 
are stated to have been “ equal, or superior to those 
obtained with quinacrine (atabrine)’’, though no pér- 
manent effects are claimed. 

[In their opening sentence the authors state that “‘ the 
treatment of discoid cutaneous lupus erythematosus was, 
until recently, very unsatisfactory”. The abstracter 
would prefer to say that treatment is still very unsatis- 
factory. The chief advantage of chloroquine seems to be 
that it does not cause the yellow pigmentation of the skin 
which usually follows the use of mepacrine.] 

J. E. M. Wigley 


834. Pigmented Reticulate Dermatosis of the Flexures. 
(Dermatose pigmentaire réticulée des plis) 

R. DeGcos and B. Osstpowski. Annales de dermatologie 
et de syphiligraphie [Ann. Derm. Syph. (Paris)] 81, 147- 
151, March-April, 1954. 4 figs. 


The authors describe a case of pigmented reticuiate 
regional dermatosis, which was distinguishable from 
acanthosis nigricans, in a woman aged 32. The areas 
affected were the great flexures, submammary area, 
neck, chin, and shoulders, and the lesion had been 
present for some 10 years. The elementary lesion seemed 
to be a keratotic acuminate follicular papule, but where 
lesions had become confluent the keratosis disappeared 
leaving areas of pigmented and atrophic skin. Between 
the pigmented lesions the skin was normal—unlike 
acanthosis nigricans, in which there is a diffuse pigmenta- 
tion-in affected areas. Exhaustive general investigation 
revealed no genital, endocrinal, or circulatory abnor- 
mality. Biopsy examination showed that the epidermis 
was slightly verrucous on the surface and papillomatous 
below, sending down fine, digital, pigmented interpapil- 
lary processes. There was also pigment in the dermal 
histiocytes. James Marshall 


835. Itching Purpura 
L. J. A. LOEWENTHAL. British Journal of Dermatology 
[Brit. J. Derm.] 66, 95-103, March, 1954. 7 figs., 8 refs. 


The author describes a type of cutaneous haemo- 
siderosis of which he has seen 32 cases in South Africa 
since 1946 and whose clinical features appear to be 


distinct from those of other forms of cutaneous haemo-_ 


siderosis described in the literature. In most cases the 
condition began symmetrically on the ankles and spread 
upwards. In 15 cases the trunk was involved and in 
10 the arms and forearms, but the face and hands were 
spired. Itching was early and severe. The appearances 
resembled those of Schamberg’s disease or of the 
ecematid-like purpura described by Doucas and Kape- 
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tanakis ( Dermatologica (Basel), 1953, 106, 86). . Licheni 
fication eventually developed in all cases owing to 
scratching. The course of the disease tended to fluctuate 
and therefore it is not yet possible to estimate its average 
duration. In 12 cases the full blood count, erythrocyte 
sedimentation rate, and coagulation and bleeding times 
were determined, but all were within normal limits. In 
19 patients a capillary resistance test was performed, 
with negative results. 

A biopsy was performed in 5 cases and showed areas 
of spongiosis without vesiculation and a lymphocytic 
reaction in the papillae, which were oedematous. In 3 
cases haemosiderin was demonstrated in the sections. 
No relief was obtained from the administration of anti- 
histamine drugs, ascorbic acid, or rutin, but in 10 cases 
the itching appeared to be relieved by giving arsenic in 
the form of Fowler’s solution, 3 or 4 minims (0:2 ml.) 
thrice daily. 

The differential diagnosis of cutaneous haemosiderosis 
is discussed at the end of this interesting paper. 

G. W. Csonka 


TUMOURS 


836. Fibrosing Basal Cell Epithelioma. A Study of its 
Morphological Features, Relationship to Basosquamous 
Epithelioma and Differentiation from Prickle Cell 
Carcinoma 
W. UnmIKer and W. Director. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph. (Chicago)] 69, 
486-493, April, 1954. 14 figs., 5 refs. 


The histological findings in 80 unselected cases of 
basal-cell epithelioma seen at St. Albans Naval Hospital, 
Long Island, were reviewed, the object being to deter- 
mine the incidence of fibrotic reactions (desmoplasia) in 
untreated tumours. A significant degree of fibrosis was 
found in 8 of these cases. The fibrotic reaction appeared 
to be a response to tumour invasion rather than an 
integral part of the neoplastic process. A fibrosing 
rodent ulcer may be confused with a squamous-cell 
epithelioma, and the authors discuss the differential 
diagnosis. S. T. Anning 


837. Nevoxantho-endothelioma. A Benign Xantho- 
matous Disease of Infants and Children 

R. NOMLAND. Journal of Investigative Dermatology [J. 
invest. Derm.] 22, 207-215, March, 1954. 6 figs., 13 refs. 


In the benign variety of infantile xanthomatosis, 
usually known in the United States as “* nevoxantho- 
endothelioma ”’ for lack of a better name [though it is 
certainly not an endothelioma], xanthomatous lesions 
appear in numbers over most of the body, but especially 
the face and trunk, usually in the first 6 months of life. 
The infant is otherwise normal, and the blood lipid 
content is unchanged. After a period lasting up to 
one or 2 years the lesions disappear, leaving an atrophic 
scar. Histologically, the lesion consists in a prolifera- 
tion of endothelioid cells (presumably histiocytes) through 
the whole thickness of the dermis, in which lipid of un- 
specified type is irregularly distributed. The author here 
describes 3 cases followed up for long periods; one of 
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these cases was atypical in that new lesions were still 
appearing at the age of five. 

Xanthoma tuberosum multiplex, the most important 
condition to be considered in the differential diagnosis, 
can usually be distinguished by its later onset, its frequent 
familial incidence, its distribution confined to extensor 
surfaces, and the finding of a raised blood cholesterol 
level. Bernard Lennox 


838. 
Spot and the Nevus of Ota 

C. S. Dorsey and H. MontGomery. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 22, 225-236, March, 
1954. 5 figs., 18 refs. 


From a study of 200 blue naevi, 165 of which were 
removed from patients seen at the Mayo Clinic, the 
authors conclude that the histology is distinctive. The 
bipolar, spindle-shaped dendritic cells are deep in the 
dermis, are larger than the melanocytes of the epidermis, 
and can be distinguished from the cells of ordinary pig- 
mented naevi. Some of these blue naevi, the so-called 
cellular type, contain syncytial cellular masses and have 
a greater tendency to malignancy. The blue-naevus cell 
is the same as that found in Mongolian spot and the 
naevus of Ota. Metastasis and death may occur, but 
most cases run a benign course. John T. Ingram 


839. Life History of Naevus Syringadenomatosus 
Papilliferus 
H. Pinxus. Archives of Dermatology and Syphilology 


[Arch. Derm. Syph. (Chicago)] 69, 305-322, March, 1954. 
8 figs., 28 refs. 


From a careful study of 31 cases the author describes 
the natural history of naevus syringadenomatosus papilli- 
ferus. In 17 cases there were fully-developed papilli- 
ferous lesions, although some were subclinical in size; 
in 14 (children and young adults) there were organoid 
naevi. He concludes that in naevus syringadeno- 
matosus papilliferus the adenomatous development is 
always secondary to a hamartomatous disturbance of 
the entire cutaneous area, and that the papilliferous struc- 
tures are derived from mature apocrine and eccrine 
glands, not from embryonic rests. 

The changes may be determined by trauma. 

John T. Ingram 


840. X-ray Therapy of Plantar Warts: a Review at 
Seven Years of Two Hundred and Twenty-one Cases 

A. JOHNSON. Australian Journal of Dermatology [{Aust. 
J. Derm.] 2, 83-86, Dec., 1953 [received April, 1954]. 
2 figs., 3 refs. 


The late results of the treatment of 221 plantar warts 
(138 in women and 83 in men) by x-irradiation are here 
reported from the Royal Prince Alfred Hospital, Sydney, 
all cases treated during 1946 having been reviewed in 
1948 and most of them again in 1953. A cure was 
defined as disappearance of the lesion without trace 
within 3 months of treatment. 

Of 84 patients (average age 21 years) with single lesions 
and 24 patients (average age 17 years) with a total of 
63 multiple lesions, all were found to be cured in 1948 
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and 1953. In one case with 5 lesions, 4 of them were 
cured at these times. A further 19 patients (average age 
18 years) with 22 lesions were cured in 1948 but could 
not be traced in 1953. Complete failure of cure was 
found in 19 cases with single lesions and 1 case wiih 
2 lesions, while 10 patients (average age 20-7 years) with 
11 lesions were cured in 1948 but had callus or scars in 
1953. 

The results showed that the cure rate among patients 
under 25 years of age was much higher (93%) than 
among those over 25 years (52°3%). X-ray treatment of 
warts was not very successful over pressure areas. 
Callus scars were more likely to occur when higher 
fractionated dosage was used or when the lesions were 
re-treated, the cure rate being no better with this tech- 
nique. Of the 21 warts not cured, 10 were not true 
warts but what the author describes as “ orthopaedic 
callosities ’’. The dosage ranged from 1,200 to 2,000 r. 

M. Lubran 


841. Treatment of Molluscum Sebaceum 
R. Finney. Lancet [Lancet] 1, 862-863, April 24, 1954. 
8 refs. 


Molluscum sebaceum, known alternatively as kerato- 
acanthoma or molluscum pseudocarcinomatosum, is a 
self-healing condition, but treatment to shorten its 
natural course, which may last up to 6 months, is justi- 
fiable. Confirmation of diagnosis and differentiation 
from squamous carcinoma by biopsy should be carried 
out in any case of doubt. Treatment by surgery, with 
or without the application of carbon dioxide snow, is 
usually satisfactory, but in some cases there is a tendency 
for the lesion to recur. The treatment of 25 cases by 
radiotherapy was undertaken at St. Thomas’s Hospital, 
London, in an attempt to determine the optimum dosage 
required to cause regression of the tumour. 

A Chaoul tube delivering x rays at 60 kV, 4 mA, anda 
half-value layer of 3-3 mm. of aluminium was used and 
a single treatment given to each lesion, weekly or fort- 
nightly examination being carried out subsequently to 
assess the degree of reaction and rate of regression of the 
tumour. The dose varied from 1,200 to 2,500 r, and in 
the analysis of the results the cases treated are divided 
according to dosage level into four groups: (A) Dose 
2,250 to 2,500 r (4 cases); 3rd-degree reaction which 
subsided in 6 to 8 weeks; tumour regression complete in 
3 to 4 weeks. (B) Dose 1,750 to 2,000 r (6 cases); 
3rd-degree reaction in one case and 2nd-degree in the 
remainder, lasting 4 to 6 weeks; tumour regression com- 
plete in 3 to 4 weeks. (C) Dose 1,500 r (11 cases); 
2nd-degree reaction healing in 3 to 6 weeks; tumour 
regression complete in 3 to 5 weeks. (D) Dose 1,200 to 
1,250 r (4 cases); Ist-degree reaction healing in 3 to 4 
weeks; tumour regression complete in 6 to 8 weeks. No 
recurrence has yet been noted, although in 5 of the cases 
the tumour had previously recurred after treatment by 
other methods. [The length of the follow-up period 
is not, however, stated.] 

It is suggested that the optimum dose, producing 
regression of the tumour without excessive skin reaction, 
lies between 1,500 and 1,750 r. G. E. Flatman 
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Paediatrics 


NEONATAL DISORDERS AND 
PREMATURITY 


842. The Pattern of Haemolytic Disease of the Newborn 
B. S. Davies, J. GERRARD, and J. A. H. WATERHOUSE. 
Archives of Disease in Childhood [{Arch. Dis. Childh.] 28, 
466-470, Dec., 1953. 1 fig., 13 refs. 


A total of 440 families in which Rh iso-immunization 
had occurred was studied at the University of Birming- 
ham. The results did not confirm the view that in any 
one family successive Rh-positive infants tend to be pro- 
gressively more severely affected. It was found that the 
families could be broadly classified into two groups: 
(1) ** mild ’’, in which most of the affected children had a 
mild form of haemolytic disease—that is icterus gravis 
or haemolytic anaemia; and (2) ‘* severe ’’, in which the 
majority of affected infants were stillborn or hydropic. 
In the second group relatively few healthy babies were 
born before the disease appeared—that is, sensitization 
of the mother, as well as being severe, occurred early. 
On the other hand, in more than three-quarters of the 
440 families there was no severely affected infant. 

The authors attribute prognostic importance to the 
severity of the disease in the first affected child. If this 
child has icterus or anaemia only, then in 83% of cases 
the next affected infant will be no worse. If the first 
affected infant is hydropic or stillborn, then in 80% of 
cases the disease will be equally severe in subsequent 
infants delivered at term. It is suggested that in this 
latter group labour should be induced about the 35th 
week of pregnancy, unless the father is heterozygous. 

Mark S. Fraser 


843. Intestinal Obstruction in the Newborn. 
Thirty-two Consecutive Cases 

V. A. J. Swain and N. E. France. Lancet [Lancet] 
1, 844-849, April 24, 1954. 7 figs., 17 refs. 


The authors review 32 consecutive cases of obstruction 
of the small or large bowel in infants in the first 4 weeks 
of life treated at the Queen Elizabeth Hospital for 
Children, London, during the period 1948-53. The 
series included 4 cases of intrinsic duodenal obstruc- 
tion (1 of atresia and 3 of stenosis) and 3 cases of 
extrinsic duodenal obstruction due to fibrous bands and 
maldevelopment of the gut; the other 25 cases affected 
the jejunum and ileum and included 4 cases of atresia, 
1 of stenosis, 2 of meconium peritonitis, 2 due to peri- 
toneal adhesions, 3 of meconium ileus, 1 of intussuscep- 
tion, 3 of strangulated hernia, and 9 of Hirschsprung’s 
disease. 

The pathology, clinical features, and treatment of each 
type of obstruction are discussed, as well as the dif- 
ferential diagnosis. Neonatal vomiting may occur 
with pyloric stenosis, hiatus hernia, some types of infec- 
tion, and uraemia, and feeding difficulties and abdominal 
distension at birth may be due to ascites and polycystic 


Review of 


disease or tumour of the kidney or liver, but constipation 
and progressive distension after birth are characteristic 
of obstruction. Radiology is an invaluable diagnostic 
aid. Gas shadows and fluid levels show the site of 
obstruction; if the caecum can be visualized, malrotation 
cannot be present; gas in the peritoneal cavity indicates 
perforation, which is most often due to meconium ileus; 
displacement of the bowel by a tumour may be seen. 
A barium meal or enema is not usually necessary, but if 
used the barium must be aspirated by tube afterwards. 

Operative procedures include duodeno-jejunostomy 
for duodenal atresia, division of fibrous bands, excision 
of atretic bowel and anastomosis, lavage for meconium 
ileus, preliminary peritoneal paracentesis for meconium 
peritonitis, manual removal of impacted faeces, and 
colostomy if the obstruction cannot otherwise be 
relieved. Recto-sigmoidectomy for Hirschsprung’s 
disease should be postponed so long as there is response 
to medical treatment. Oxygen, strict maintenance of 
electrolyte balance by intravenous therapy, antibiotics, 
and gastric suction are required postoperatively, and in 
cases of meconium ileus pancreatin, protein, vitamins, 
and a high-calorie diet are valuable. Prematurity, 
complete obstruction, associated birth injury, concomi- 
tant infection, and delay in diagnosis all increase the 
mortality. Of the authors’ series of 32 infants, 11 died 
after operation and 21 recovered. 

Charles P. Nicholas 


844. Resting Pulmonary Water Loss in the Newborn 
Infant 
J. M. D. Hooper, I. W. J. Evans, and T. STAPLETON. 
Pediatrics [Pediatrics] 13, 206-210, March, 1954. 5 figs., 
7 refs. 


The pulmonary water loss was estimated over 10- 
minute periods in 24 normal, resting, newborn infants. 
The pulmonary water loss was proportional to the 
minute volume. There was an approximately linear 
relationship between the minimal daily water loss from 
the lungs and the body weight. The minimal daily 
water loss from the lungs was calculated to be 8:6 g. 
per kg. body weight (range 6-4 to 12-3).—[Authors’ 
summary.] 


845.  Involution of the Left Liver in the Newborn and 
Its Relationship to Physiological Icterus 

J. L. Emery. Archives of Disease in Childhood (Arch. 
Dis. Childh.] 28, 463-465, Dec., 1953. 1 fig., 15 refs. 


Differences in the size of the lobes of the liver were 
studied at the Children’s Hospital, Sheffield, in 100 
livers obtained at necropsy from stillborn premature 
babies and infants dying in the first 12 weeks of life. 
Mature stillborn children were excluded because of the 
high incidence of hepatic damage due to intra-uterine 
anoxia in such cases. Each liver was divided into the 
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right and left physiological lobes and the weights of the 
lobes were compared. In late foetal life and for a few 
hours after birth the ratio by weight of the right to the 
left lobe was found to remain constant at 0-89—that is, 
the left lobe was about one-tenth larger than the right. 
Within 48 hours of birth there was a marked change in 
the left lobe until, by the end of the first week, the ratio 
was reversed. From this and from his previous histo- 
logical findings (Arch. Dis. Childh., 1952, 27, 558; 
Abstracts of World Medicine, 1953, 14, 5), the author 
concludes that rapid involution of the left liver begins 
soon after birth and that temporary hepatic inadequacy 
from this cause is the probable explanation of physio- 
logical jaundice. Mark S. Fraser 


846. Effect of Added Carbohydrate on Growth, Nitrogen 
Retention and Renal Water Excretion in Premature 
Infants 

P. L. CALCAGNO and M. I. Rustin. Pediatrics [Pedia- 
trics] 13, 193-202, March, 1954. 2 figs., 13 refs. 


Observations were made at the Children’s Hospital of 
Buffalo, New York, on 9 premature infants whose diet 
was modified by the addition of carbohydrate with or 
without reduction of the protein content. Balance 
studies were performed for an average of 6 days. With 
the addition of carbohydrate to the diet an improvement 
in the weight gain was observed even when the nitrogen 
intake was reduced. Infants given additional carbo- 
hydrate had a lower blood urea nitrogen level and a 
diminished excretion of urea, sodium, and potassium. 
The findings of this study are discussed in the light of the 
limited concentrating powers characteristic of the kidney 
of the premature infant. I. A. B. Cathie 


CLINICAL PAEDIATRICS 


847. The Conjoined Twins of Kano 
I. British Medical Journal (Brit. med. J.| 1, 831- 
837, April 10, 1954. 11 figs., 20 refs. 


The author recounts the authentic story of the separa- 
tion at Hammersmith Hospital (Postgraduate Medical 
School of London) of-conjoined girl twins born to an 
African mother at Kano, Nigeria, in July, 1953. After a 
preliminary account of the probable method of forma- 
tion and of the various types of conjoined twins, with 
some historical examples, and a discussion of the hazards 
of operation the author, who was the senior surgeon in 
charge of the case, describes the detailed investigations 
which preceded the decision to attempt separation in the 
present instance, such an operation on twins so exten- 
sively conjoined having never before been successful. 
The twins were joined from the sixth costal cartilage to 
the umbilicus, had a common navel (at which there was 
an umbilical hernia), and also shared a common liver, 
but had separate gall-bladders and ducts. Examination 
by plain and barium-meal radiography, cholecystography, 
intravenous pyelography, and electrocardiography, and a 
study by means of radioactive isotopes of the circulatory 
connexions between the 2 infants showed that each had 
all the organs necessary for a separate existence. Opera- 


tion was therefore undertaken—two anaesthetic and two 
surgical teams taking part, as well as a number of other 
specialists—and was successfully accomplished in 1 hou:, 
35 minutes. The operation, in which only two addi- 
tional special instruments were used, is described in 
detail. 

All seemed to be well when suddenly the smaller twin 
collapsed and died one hour after operation. Necropsy 
revealed no obvious cause of death, but it was noted that 
the adrenal glands were only one-third the size of the 
expected normal, and death was therefore attributed to 
an insufficiency of adrenocortical tissue such that the 
patient was unable to withstand the shock of the opera- 
tion. The author recommends that on future similar 
occasions cortisone should be given as a routine, as one 
twin is usually dominant. The surviving twin was dis- 
charged 18 days after operation, and apart from dextro- 
cardia and an umbilical hernia she appeared to be 
normal. 

[The number of acknowledgments at the end of this 
interesting paper testify to the expert team-work involved 
in the successful outcome of this intricate surgical feat. 
The account is illustrated by a number of excellent 
photographs and radiographs. } Wilfrid Gaisford 


848. The Problem of the Pathogenesis of Hyperkinesia 
in Children and Its Treatment with Sleep. (K sonpocy 
© MaToreHese y meTeH NeYeHHH UX 
CHOM) 

S. A. Mew’nikov. Heeponamoanoeuu u 
ITcuxuampuu [Zh. Nevropat. Psikhiat.| 54, 22-25, Jan., 
1954. 1 ref. 


It is suggested that hyperkinetic states result from a 
disturbed functional relationship between the cortex and 
the subcortical centres rather than from lesions in the 
basal ganglia, and that it is therefore reasonable to treat 
such conditions by restoration of the functional stability 
of the cortex. Sleep therapy was tried accordingly in 
the treatment of 20 hyperkinetic children. ‘It was effec- 
tive in many cases, particularly in rheumatic chorea, but 
was less useful in patients with marked organic cerebral 
lesions. L. Crome 


849. Protruded Lumbar Intervertebral Disks in Children 
J. H. Wess, H. J. Svien, and R. L. J. KENNEDY. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
154, 1153-1154, April 3, 1954. 2 figs., 4 refs. 


In a review of the records of 6,500 patients with pro- 
truded intervertebral disk in the lumbar region treated 
surgically at the Mayo Clinic between 1942 and 1952, 
the authors found that 25 patients were under 18 and 
5 (0-:077%) were aged 12 to 15 years. 

It is these last 5 patients, 4 girls and one boy, who are 
here described. A history of significant trauma was 
obtained in 3 of the cases. The symptoms, which had 


persisted for periods of 3 to 12 months in spite of con- 
servative treatment, consisted predominantly in pain in 
the lower part of the back, hip, and ankle; there was 
sciatic pain, bilateral in 3 cases and left-sided in 2; 
numbness in the legs (3 cases), and weakness in one leg 
(2 cases). Among the signs were limitation of move- 
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ment of the lumbar spine with, in some cases, a certain 
degree of scoliosis, spasm of the paravertebral muscles, 
pain in the hip on flexing the neck, tenderness on per- 
cussion over the lower lumbar or lumbo-sacral inter- 
spaces, limitation in raising the extended leg on one or 
both sides, and a diminished ankle reflex. Myelography 
was performed in all cases and revealed protrusion of an 
intervertebral disk in the fourth lumbar interspace in 
4 cases (one being lateral and 3 central) and a midline 
lumbo-sacral protrusion in the fifth case. 

All protrusions were removed at operation, at which 
swelling and stretching of nerve roots were noted in some 
cases. In one case bilateral bone grafts were inserted 
from the 3rd lumbar vertebra to the 2nd sacral segment. 
The results are known to be good in 4 cases followed up 
for periods up to 8 years, and the fifth patient was free of 
pain when last seen on discharge. The symptoms and 
the clinical and pathological findings of protruded inter- 
vertebral disk in adults and children are similar, and 
although the lesion is rare in children, the possibility of 
its occurrence should be borne in mind. V. Reade 


850. Hydrocortisone Ointment in the Treatment of 
Infantile Eczema 

V. H. Witten, A. B. AMLER, M. B. SULZBERGER, and 
American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 87, 298-304, March, 1954. 
4 figs., 4 refs. 


At New York University—Bellevue Medical Center, 
30 children with infantile eczema were treated with 
hydrocortisone ointment, the ointment base alone being 
applied to the contralateral affected region of the body 
as a control. The test ointment contained 25 mg. of 
hydrocortisone per g. of base. Improvement was judged 
by the lessening of erythema and oedema, diminishing 
oozing and crusting, disappearance of excoriation, and 
lessening of the itching. Both ointments were applied 
2 or 3 times daily and treatment continued for 1 to 7 
weeks, the patients being seen once weekly. 

In 18 cases (60%) a favourable response to the hydro- 
cortisone ointment was observed, but there was also some 
improvement on the side treated with the control oint- 
ment, although of lesser degree. When improvement 
occurred it usually began within 48 hours of starting 
treatment. No intolerance was encountered, nor did the 
hydrocortisone ointment have to be discontinued because 
of induced exacerbation. 

[This study would have been more valuable if the 
ointments used had been numbered and their identity 
unknown to the observers, thereby reducing the inevitable 
subjective bias.] David Morris 


851. Phthalylsulfathiazole (Sulfathalidine) in the Treat- 
ment of Enterobiasis (Pinworm Infection) 

W. E. Askue and E. Turts. Journal of Pediatrics [J. 
Pediat.] 44, 380-385, April, 1954. 1 fig., 11 refs. 


The efficacy of phthalylsulphathiazole (‘‘sulfathali- 
d.ne’’) in the treatment of enterobiasis in patients at the 
Children’s Heart Hospital and out-patients at St. 
Christopher’s Hospital, Philadelphia, is discussed. Ina 
few cases gentian violet was given because of suspected 


sensitivity to sulphonamides. A preliminary trial having 
shown that infants and small children had difficulty in 
swallowing the phthalylsulphathiazole tablets a palatable 
suspension (‘* cremothalidine ’’) was given instead. 

The doses of the drugs varied with the age of the patient, 
and full details are given. Gentian-violet in a dosage of 
0-02 to 0-18 g. a day for 7 days was completely effective 
in the 6 cases in which it was used. Administration 
of phthalylsulphathiazole in a dosage of 0:5 to 4:5 g. 
a day resulted in cure in 2 out of 7 in-patients and 6 out 
of 16 out-patients. Cremothalidine in a dosage of 2 to 
6 g. daily for 14 days achieved a cure in 23 out of 29 
in-patients and 12 out of 26 out-patients. All 5 in- 
patients given 8 g. of cremothalidine daily for 7 days were 
cured, while of 8 out-patients given this dosage, 5 were 
cured. There was spontaneous cure in 3 cases in which 
no treatment was given. 

The authors state that although cremothalidine is a 
weaker anthelmintic than gentian violet, it is much 
easier to give to infants and small children. Toxicity 
is negligible since the drug is poorly absorbed from the 
gastrointestinal tract. They have found oxytetracycline 
(‘‘ terramycin’’) and bacitracin effective but expensive. 

B. S. P. Gurney 


852. The Treatment of Pinworm Infection (Enterobiasis). _ 
A Comparative Study of Three Oxyuricides 

T. S. BumBALo, F. J. Gustina, and R. E. OLEKSIAK. 
Journal of Pediatrics {J. Pediat.] 44, 386-391, April, 1954, 
10 refs. 


Ina search for an ideal oxyuricide for the treatment of 
enterobiasis—that is, one which is easy to take, well 
tolerated, and cheap—the authors have tried the follow- 
ing nine drugs: “ egressin’’, diphenan, gentian violet, 
oxytetracycline (“‘ terramycin”’), papain, phthalylsul- 
phathiazole (‘‘ cremothalidine’’), carbomycin (‘* mag- 
namycin’”’), garlic, and piperazine. Of these, gentian 
violet and oxytetracycline were the most effective but 
were not completely satisfactory. Young children were 
unable to swallow the enteric-coated tablets of gentian 
violet, and in some cases this drug caused nausea and 
vomiting; the disadvantages of oxytetracycline were its 
cost and the risk of establishing sensitivity. 

In the present investigation, reported from the Uni- 
versity of Buffalo, N.Y., 47 children received piperazine 
hexahydrate in a syrup containing 100 mg. per ml., the 
dosage being “4 to 14 teaspoonfuls”’ 3 times a day 
according to age. Treatment was given for two periods 
of 7 days, with an interval of 7 days between each treat- 
ment. A second group of 50 children received 5 mg. of 
oxytetracycline per lb. body weight (11 mg. per kg.), 
divided into three daily doses, for exactly the same periods 
as piperazine was given. A third group of 58 children 
received a mint-flavoured syrup containing 8 gr. (0-52 g.) 
of dehydrated garlic powder in each teaspoonful, the dose 
varying from 1 to 2 teaspoonfuls according to age. The 
criterion of cure was 7 negative smears taken on consecu- 
tive days. The percentage of cures with piperazine was 
85, with garlic 7, and with oxytetracycline 38. 

The authors conclude that piperazine, which is non- 
toxic, is the most effective oxyuricide they have yet 
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encountered. They recommend, however, that in view 
of the low cost and absence of toxicity of garlic, further 
experiments with this oxyuricide should be carried out. 
The results obtained with oxytetracycline indicated that 
the dose was too low; in a previous investigation, in 
which double the dose of oxytetracycline was given, the 
percentage of cures was 85. B. S. P. Gurney 


853. Viral Hepatitis in Early Infancy. Report of Three 
Fatal Cases in Siblings Simulating Biliary Atresia 

R. B. Scott, W. WILKINS, and A. KessLer. Pediatrics 
[Pediatrics] 13, 447-453, May, 1954. 3 figs., 12 refs. 


854. Treatment of Diarrhea with Combined Aureomycin 
and Triple Sulfonamides (Aureomagma) 

A. M. HaAnb, W. T. McLean, and J. N. ETTreLporr. 
Journal of Pediatrics {J. Pediat.] 44, 407-413, April, 1954. 
6 refs. 


Administration of sulphonamides and antibiotics in 
infantile diarrhoea caused by Shigella paradysenteriae 
is important for the control of primary intestinal infection 
and parenteral infection associated with diarrhoea, and 
for the prevention of intercurrent infection. 

At the John Gaston Children’s Hospital, Memphis, 
Tennessee, a combination of aureomycin, sulphadiazine, 
sulphamerazine, and sulphadimidine (‘* sulphametha- 
zine’) in a liquid preparation, “* aureomagma’’, was 
given to 50 infants and children with diarrhoea (Group 1), 
and the results compared with those obtained in 50 similar 
patients given various sulphonamides and antibiotics, 
singly or in combination, but not aureomycin in com- 
bination with a sulphonamide (Group 2). The dose of 
aureomagma was calculated to supply 12-5 mg. of aureo- 
mycin and 50 mg. of the triple sulphonamides per kg. 
body weight each 24 hours. The preparation was usually 
given within 6 hours of admission, after parenteral 
therapy had been started. The efficacy of treatment was 
judged by the incidence and duration of positive blood 
and stool cultures, duration and severity of the diarrhoea, 
duration of parenteral fluid therapy, the blood sulphona- 
mide level, toxicity, and length of stay in hospital. In all 
respects the results obtained in Group 1—that is the 
patients given aureomagma—were superior to those 
obtained in Group 2. B. S. P. Gurney 


855. Management with Procaine Amide (Pronestyl) of 
Pylorospasm in Infants 

M. S. Sapove, J. L. Keetey, J. A. Rooney, and A. 
GuzauskKas. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 154, 1328-1330, April 17, 1954. 
6 refs. 


The authors describe the results obtained from the use 
of procainamide in the treatment of vomiting in early 
infancy in 6 cases at the Mercy Hospital, Chicago. 
Vomiting had begun in the first week of life in 4 instances 
and in the 3rd and 4th weeks respectively in the other 2. 
In 4 of the cases the vomiting was attributed to spasm of 
the pylorus, although this could be demonstrated radio- 
logically in only one, and in the other 2 to congenital 
pyloric stenosis. 


After conventional antispasmodics had failed to give 
relief, procainamide in doses of 15 mg. 4- or 6-hourly 
was given and led to complete cessation of the vomiting 
within 24 hours. In one case withdrawal of the drug was 
followed by recurrence of symptoms, which were, how- 
ever, again controlled by procainamide. The drug 
was of no value in the preoperative treatment of the 
2 cases of congenital pyloric stenosis, although post- 
operatively it was thought to have diminished the 
tendency to vomit. The authors attribute the effect of 
the drug to its anaesthetic effect on the gastric mucous 
membrane, and suggest that it diminishes local irritability 
and relaxes the sphincter. No untoward reactions 
occurred in this small series of cases, but the necessity for 
maintaining a strict watch on infants given procainamide 
is emphasized. 

[Though the evidence of the presence of pylorospasm 
in these cases is not very convincing, the rapidity of relief 
of symptoms suggests that the drug may be of value in 
the treatment of similar cases.] H. G. Farquhar 


856. What is the Prognosis of Hypertrophic Pyloric 
Stenosis Today? (Wie ist die Prognose der hypertrophi- 
schen Pylorusstenose heute?) 

H. VON HASSELBACH and H. MULLER. Deutsche medi- 
zinische Wochenschrift [Dtsch. med. Wschr.] 79, 550-552, 
April 2, 1954. 2 figs., 11 refs. 


The authors discuss the respective merits of the con- 
servative and operative treatment of hypertrophic pyloric 
stenosis, with particular reference to a series of 150 
personal cases seen at the Paediatric Clinic, Bethel, 
Westphalia. Out of this number there was only one 
death, that of an infant weighing only 1,600 g. at birth 
who was treated first with *“* eumydrin”’ (a preparation 
containing atropine methonitrate) but ultimately came 
to operation. They conclude that both forms of treat- 
ment have a place, and are convinced that if close co- 
operation between physician and surgeon is maintained 
the condition of hypertrophic pyloric stenosis should 
carry virtually no mostality. I. A. B. Cathie 


857. Early Recurrent Acute Intussusception in Children 
D. A. MACFARLANE and L. P. THoMas. British Medical 
Journal (Brit. med. J.| 1, 559-560, March 6, 1954. 6 refs. 


858. Congenital Hypoplastic Anemia 

E. O. BurGerT, R. L. J. KENNEDY, and G. L. PEASE 
Pediatrics [Pediatrics] 13, 218-226, March, 1954. 4 figs, 
10 refs. 


In this paper are recorded and discussed the haemato- 
logical findings in 12 cases of congenital hypoplastic 
anaemia in children seen at the Mayo Clinic, Rochester, 
Minnesota, between January, 1935, and December, 1949. 
The age of onset was under 7 months in 10 patients and 
over 7 months in 2. All 12 cases were characterized by 
failure of maturation of a diminished number of normo- 
blasts, and all needed repeated blood transfusion. 
Death occurred in 3 of the cases while spontaneous 
remission was observed in 5. Two of the patients were. 
siblings, this being claimed as the first observation of a 
familial incidence. Although administration of ACTH 
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produced a reticulocytosis of 3°4 in one patient in the 
series, both this drug and cortisone proved disappointing 
in treatment. I. A. B. Cathie 


859. Non-inflammatory Laryngeal Stridor in Infants 
J. Crooks. Archives of Disease in Childhood {Arch. Dis. 
Childh.] 29, 12-17, Feb., 1954. 7 figs., 6 refs. 


Congenital laryngeal stridor is due in 90° of cases to 
an exaggerated infantile type of larynx, and improves with 
increasing age. The author describes two types of 
developmental abnormality which the child outgrows— 
inspiratory laryngeal collapse due to softness of the 
larynx and laxity of the aryepiglottic folds, and the less 
common condition of inspiratory arytenoid prolapse, 
which causes a coarser, louder stridor, and in which the 
arytenoids are prominent and there is a flap of soft tissue 
ontop ofthem. Inthe remaining 10% of cases, however, 
some other cause is present which may prove fatal, and 
recent experience at the Hospital for Sick Children, Great 
Ormond Street, London, of 8 cases in which stridor was 
due to a localized condition amenable to surgery has 
persuaded the author that the larynx should be examined 
in all cases of congenital stridor, provided the services 
of an expert anaesthetist and laryngologist are available. 
In 4 of these cases a cyst was found in or near the larynx— 
2 in the aryepiglottic fold, one derived from the laryngeal 
ventricle, and one a cyst of the thyroglossal duct; in 2 
others a haemangioma in the lower part of the larynx 
caused the onset of stridor at 3 months; in another case a 
cleft in the larynx was discovered at necropsy which had 
escaped observation at laryngoscopy; and in the eighth 
case language difficulties nearly caused a foreign body to 
be missed, though this was in a baby of an older age 
group (11 months). 

The article concludes with some valuable practical 
observations on tracheostomy in young infants. If 
possible, this should be avoided and the obstruction 
relieved at the original operation. When a tracheostomy 
tube is left in position for more than a very few days the 
upper trachea collapses and the baby quickly loses the 
ability or the inclination to breathe through the larynx, 
with the result that the tracheostomy may have to be 
retained until the age of 18 months or more, when re- 
education becomes possible. A, W. Franklin 


860. Observations on an Epidemic of Interstitial 
Pneumonia. (Beobachtungen wahrend einer Epidemie 
von interstitieller Pneumonie) 
A. Plate and F. W. WeEDEMEYER. Monatsschrift fiir 
Kinderheilkunde [Mschr. Kinderheilk.| 102, 183-188, 
March, 1954. 6 figs., 40 refs. 

The authors describe, from St. Bernward’s Hospital, 
Hildesheim, Germany, an epidemic of interstitial 
pneumonia in which 12 full-term and 12 premature 
infants were affected. Of these patients, 12 were admitted 
from one nursery and were later nursed in the same 
hospital ward. Into this ward further, unaffected, new- 
born infants were admitted and 12 of them developed 
interstitial pneumonia. The condition was of high 
infectivity and the incubation period appeared to range 
from 58 to 84 days. The onset of the illness was insi- 


dious. Attempts to identify a virus which was thought 
to be the infecting agent were unsuccessful, nor could any 
evidence of toxoplasmic infection be obtained. 

The characteristic radiological change was the appear- 
ance of ‘“ frosted-glass’’-like opacities. In 5 cases 
spontaneous pneumothorax was demonstrable. Treat- 
ment with sulphonamides or antibiotics had no influence 
on the course of the disease. 

[Several infants appear to have died, but no state- 
ment is made about the mortality in this series.] 

J. Lorber 


861. Idiopathic Spontaneously Occurring Hypogly- 
cemia in Infants. Clinical Significance of Problem and 
Treatment 

I. McQuarriE. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 87, 399-428, April, 1954. 15 figs., 
26 refs. 

The author describes the clinical and metabolic features 
of the 25 cases of idiopathic hypoglycaemia occurring ~ 
among children admitted to the University of Minnesota 
Hospitals during the past 10 years. In a further 15 cases 
of hypoglycaemia admitted during the same period the 
condition was associated with adrenal insufficiency 
(6 cases), von Gierke’s disease (3), diabetes in the mother 
(2), beta-cell tumour of the pancreas (1), hypopituitarism 
(1), hypothyroidism (1), and congenital galactosaemia (1). 
In the idiopathic cases the age of onset ranged from one 
day to 5 years, being under 2 years in 21 (84%). There 
was a marked familial tendency. Symptoms occurred 
in all cases and included attacks of limpness, cold sweat- 
ing, pallor, rolling of the eyes, coma, and convulsions. 
Several patients had been treated for idiopathic epilepsy 
and effective treatment thus delayed until permanent 
damage had been done to the brain. Diagnosis was 
seldom made before the onset of convulsions, and 
required the finding of a low blood sugar level, clinical 
response to ingestion of dextrose, and exclusion of known 
causes of hypoglycaemia. 

Detailed endocrine and metabolic investigations were 
carried out in 11 of the 25 cases, and the findings are given 
in graphic form. A normal eosinopenic and hyper- 
glycaemic response to adrenaline was obtained in 5 cases 
and a similar response to corticotrophin in all cases, the 
blood sugar content not returning to its original level for 
several days after withdrawal of corticotrophin. 
Response to the latter drug, although characteristic of 
idiopathic hypoglycaemia, is not specific to this variety. 
Glucose tolerance was normal during periods of cortico- 
trophin administration. 

The author describes his experience in the treatment 
of 11 cases with corticot:ophin over periods of several 
months, and gives clinical details of 6 of the patients so 
treated. Dosage was so controlled as to maintain free- 
dom from symptoms <cnd to keep the fasting blood 
sugar level above 40 mg. per 100 ml. The initial dose, 
although variable, was of the order of 4 mg. per kg. body 
weight per day, given intramuscularly at 6-hourly inter- 
vals. This dosage was later reduced, and in some cases 
treatment discontinued, without relapse. The aetiology 
of the condition is still unknown. 

M. A. Birnstingl 
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862. An Investigation into the Longevity of Cambridge 
Sportsmen 
A. Rook. British Medical Journal [Brit. med. J.) 1, 


773-777, April 3, 1954. 10 refs. 


The author presents the results of an investigation into 
the effect on subsequent duration of life of indulgence in 
strenuous sports during early manhood. Survival rates 
on a life-table basis and the average age at death were 
calculated for three contrasting groups selected from a 
recently published biographical list of all known students, 
graduates, and office holders at Cambridge University 
up to the year 1900. These groups consisted of: (1) 
772 sportsmen (athletes, cricketers, rowing men, and 
rugby footballers) who had represented the university 
against Oxford between 1860 and 1900; (2) 374 intellec- 
tuals (those men heading the honours lists in the mathe- 
matical and classical tripos each year from 1860 to 1900); 
and (3) 336 selected at random from amongst those at the 
university during the same period who had not distin- 
guished themselves sufficiently to be included in either of 
the first two groups. 

When deaths due to war and accidents were excluded 
(so that a clearer picture of the effect of disease on 
mortality could be obtained) the survival rate at age 35, 
per 1,000 at age 20, was 963 for sportsmen, 948 for 
intellectuals, and 949 for the random group. From 40 
onwards little difference was apparent between the 
sportsmen and the random group, but the intellectuals 
showed a slightly higher survival at each age. Thus the 
survival rates at age 75 per 1,000 at age 20 were 377, 
434, and 364 respectively, and at age 90 they were 23, 26, 
and 23 respectively. Deaths amongst the sportsmen 
occurred at an average age of 67:97 years and those 
amongst the random group at an average age of 67-43 
years, compared with 69-41 years for the intellectuals. 
The author concludes from these findings that ** there was 
no evidence that the sportsmen died at an earlier age 
than the group chosen at random” and that “ the 
intellectuals lived longer by a period averaging about 
1-5 years”. [These conclusions might need modifica- 
tion if the following omissions from the data could be 
taken into account: (1) the eventual age at death of those 
still alive—69 sportsmen, 42 intellectuals, and 43 of the 
random group; and (2) those excluded from the 
analysis because information as to survival or age at 
death was not available—62 sportsmen, 8 intellectuals, 
and 43 of the random group.] 

A comparison of the survival rates of light-weight and 
heavy-weight sportsmen suggested that the former group 
had a slightly greater chance of longevity—at every age 
between 40 and 80 their survival rate was slightly the 
higher. Examination of the causes of death provided 
no evidence that mortality from cardiovascular condi- 
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tions was higher, or that death from this cause occurred 
at an earlier age, amongst sportsmen. Deaths from these 
conditions accounted for approximately 40°, of all 
deaths in the random group, a proportion slightly in 
excess of that prevailing amongst the sportsmen and 
intellectuals; and no real difference was apparent 
between the three groups in the proportion of such deaths 
occurring before age 65. 

[The author has rightly drawn attention to the main 
difficulty of interpretation associated with this as with 
earlier studies of the subject, namely, that there are many 
factors other than the extent of pursuance of strenuous 
activities in youth which could have affected the relative 
survival rates of these three groups of university men. 
But as an example of the interesting type of statistical 
analysis which can be derived from the records of an 
earlier century this study should receive commendation. 

E, Lewis-Faning 


863. The Recent Trends of Infectious Diseases in 
Childhood 
W. J. MartTIN. British Medical Journal (Brit. med. J.) 1, 
909-912, April 17, 1954. 3 figs., 3 refs. 


A study of the incidence and fatality rates (deaths per 
1,000 notifications) for measles, whooping-cough, scarlet 
fever, and diphtheria in England and Wales during the 
period 1940-52 shows that there has been an increase in 
notifications of whooping-cough and measles and, to a 
lesser extent, of scarlet fever since the inception of the 
National Health Service Act in 1948, whereas the decline 
in diphtheria notifications has continued uninterrupted. 
Fatality rates, which had been falling since about 1942 for 
all these diseases, fell even more rapidly in 1948 for 
measles and whooping-cough, though not for scarlet 
fever and diphtheria. The author suggests that the 
obvious explanation of these trends is that mild cases of 
measles and whooping-cough have been more frequently 
notified than in the past because medical advice has been 
sought more often since the Act became operative, and 
in this paper he attempts to determine whether this 
explanation is the true one. 

The number of cases of scarlet fever notified has been 
generally accepted as a reasonably accurate index of the 
incidence of the disease up to 1948, estimates based on 
field surveys and on notifications both indicating that 
about 10% of all children experienced a notifiable attack 
before reaching the age of 15 years. From this and an 
examination of the seasonal trends it appears that the 
increase in notifications in the early part of 1948 was 
probably due to a real increase in prevalence of the 
disease, and that since then there has been very little 
change. However, there is some evidence that the. pro- 
portion of attacks among pre-school children has in- 
creased since 1948. 

The notification of whooping-cough was incomplete 
before 1948, the figures suggesting that only 15% of 
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children were attacked before the age of 15 years com- 
pared with-an estimate of 70% derived from field surveys. 
The number of notifications increased from 1947 to 1948, 
fell to the end of 1949, rose steadily to the beginning of 
1951, and then fell again to about the 1947 level. The 
large outbreaks of 1948 and 1951 were each accompanied 
by a big decrease in the fatality rate, which suggests that 
the increase in notifications was due to the fact that more 
mild cases were being seen by medical practitioners. 
However, the interpretation of these changes is compli- 
cated by the operation of immunization schemes during 
the period under review; if any appreciable increase in 
the immunity of the child population has been achieved 
by such schemes, then it is possible that a real increase in 
the prevalence of the disease has occurred. 

It has been estimated that up to 1948 about two-thirds 
of all cases of measles were notified. Between 1946 and 
1953 the number of notifications has steadily increased, 
the figures now suggesting that nearly 70% of children are 
attacked before the age of 15, whereas 15 years ago the 
proportion was 50%. So far as can be seen from the 
limited data available, it would appear that the increase 
in notification of measles has resulted partly from a real 
increase in prevalence and partly because of more com- 
plete notification. E. A, Cheeseman 


SOCIAL MEDICINE 


864. Conditions Associated with the Growth of Boys, 
1950-1 
W. T. C. Berry and P. J. Cowin. British Medieal 
Journal [Brit. med. J.] 1, 847-851, April 10, 1954. 1 fig., 
16 refs. 


The authors, accepting the view that the secular 
changes which have taken place -over the years in the 
growth of children have been due to improvements in 
their food, here consider the possible causes for the dif- 
ferences in stature which still exist, not only between 
children of the lowest income group and the rest, but 
fairly evenly throughout most of the social scale, despite 
the apparent adequacy of diet in all classes. They doubt 
the importance of heredity, and comment on the pos- 
sibility, suggested by experience with animals, that the 
rate of growth is inexorably determined by conditions in 
the early years of life, so that if these have been adverse 
no subsequent improvement can lift the child out of his 
“growth channel”. Although recent studies have 
demonstrated no difference in the nutrient intake of 
young children in the different social classes, the pos- 
sibility of a qualitative difference has not been fully 
explored, while there may also be factors other than diet 
which affect the stature of large numbers of children and 
thus prevent them from benefiting fully from improve- 
ments in their diet. 

An investigation undertaken by the Ministry of 
Health into the possible importance of such non-dietary 
factors is reported in which the stature and physique 
of boys in Salford (an industrial city with crowded houses 
and much smoke and rain, where a previous survey had 
shown the dietary intake of school-children to be higher 


than the average) were compared with those of boys in 
Kingston-on-Thames (a sunny, pleasant town), in 
Bristol, and at a public school. In addition the weight of 
14-year-old boys in Bristol was studied in relation to diet 
and to various socio-economic factors. 

Comparison of the average weight and height of 6-year- 
old boys in Salford (149) and Kingston (197) and of 
10-year-old boys (197 and 135) and 14-year-old boys 
(206 and 190) in the same towns showed that at all ages 
the Salford boys were lighter and shorter than the 
Kingston boys. Similarly, 210 Bristol modern-school 
boys were, on the average, lighter and smaller than 167 
Bristol grammar-school boys, who were in turn lighter 
and smaller than 76 public-school boys. Calculation of 
the mean biacromial and bitrochanteric diameters and 
the chest girth as percentages of height in the groups 
compared above showed that in every case the group 
which was taller and heavier was also slimmer. The 
onset of puberty (as indicated by the presence of pubic 
hair) was later among the Salford than among the 
Kingston boys, and later in Bristol modern-school boys 
than in grammar-school boys. Although detailed dietary 
surveys were not made, the Bristol boys were classified 
according to the standard of diet received, and compari- 
son of these groups showed progressive increase in mean 
weight with improvement of diet. Similarly, the mean 
weight of 122 boys with “* very good *’ parental care was 
51-63 kg., of 220 with “ normal ”’ parental care 47-16 kg., 
and of 17 with ** bad ” parental care 46-26 kg.; the first 
of these differences is statistically significant and the 
second is in keeping with the general trend of the findings. 
Using the Registrar-General’s classification, a correlation 
was found between social category and weight, the mean 
weight of grammar-school boys of Categories I and II 
being 52:95 kg., of Category III 49-86 kg., of Category 
IV 48-86 kg., and of Category V 47-38 kg., while the 
corresponding figures for modern-school boys were 
47-64, 46°89, 46-85, and 46-37 kg. respectively. The 
mean weight of 100 boys who shared beds was 45-6 kg., 
and that of a matched group who did not was 47°8 kg. 
No significant difference was noted in the physique of 
boys from broken homes ’’, but the mean weight of 
65 modern-school boys whose mothers went out to work 
was 48-9--9-33 kg., while that of 145 whose mothers did 
not was 45-8+8-13 kg.; this difference is statistically 
significant. 

The authors conclude that their findings suggest that 
** non-dietary factors cannot be ignored as a potential 
cause of checks to growth ’’, and consider that ‘* further 
progress in this direction would seem to depend upon the 
development and testing of working hypotheses on how 
such factors may operate ”’. F. T. H. Wood 


865. The Social and Public Health Aspect of Peptic 
Ulcer 

G. ALsTeD. Gastroenterology [Gastroenterology] 26, 
268-287, Feb., 1954. 37 refs. 


This is a report of two surveys carried out through the 
National Health Service of Denmark to determine the 
incidence of active peptic ulcer in that country. Ques- 
tionaries were sent to all medical practitioners requesting 
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details (site, clinical and radiological manifestations, and 
environmental conditions) of all cases of peptic ulcer 
seen by them during the month of October in 1940 and 
again in 1948. Replies were received in 1940 from 
84-6% and in 1948 from 83-2% of those doctors who 
could be expected to have treated patients with peptic 
ulcer, and the information thus obtained is analysed and 
compared with the findings of other workers and in other 
countries. 

In 1940 the over-all incidence of peptic ulcer was 11 per 
10,000, the condition being roughly 3 times as common in 
males as in females. In 1948 it had risen to 16-9 per 
10,000, and men were affected nearly 4 times as fre- 
quently as women. The increase in the incidence of 
gastric ulcer was greater than that of duodenal ulcer (in 
the ratio of about 3 : 2), and 70% of the increase occurred 
among men between 40 and 55 years of age. The rates 
for women showed little change. The increase was 
more marked in urban than in rural districts, and in 
view of the more or less homogeneous racial and dietetic 
characteristics of the Danes this is probably attributable 
mainly to occupational factors. Particularly high rates 
were found among elderly lawyers, doctors, and execu- 
tives, and among men over 65 years of age still employed 
in transport work, the incidence being highest (235 per 
10,000) among doctors. 

The author points out that between 1940 and 1948 
Denmark suffered little from food restriction or, with the 
exception of Bornholm (where, incidentally, the incidence 
of peptic ulcer remained low), from war stress. The 
consumption of coffee and tea diminished, and that of 
alcohol remained fairly stable, so that these factors can 
have played no positive part in the increased frequency of 
peptic ulcer. Tobacco deteriorated in quality and there 
was a great increase in cigarette (as opposed to cigar) 
smoking, which the author suggests as a possible contri- 
buting factor. Another factor which, he considers, may 
have had some influence—more especially in connexion 
with gastric ulceration—is an almost universal change- 
over during the last 10 to 15 years from braces to belts as 
the means of suspension of the trousers among younger 
men. But since constitutional and psychosomatic 
factors probably still play the major roles in the aetiology 
of the disease, the main reason for its increased incidence 
is more likely to be found in changes in the environment. 

[A comprehensive and valuable survey.] 

R. J. Matthews 


EPIDEMIOLOGY AND IMMUNOLOGY 


866. The Value of Mixed Diphtheria Pertussis Antigens 
H. BinysH. Medical Officer [Med. Offr] 91, 187-191, 
April 23, 1954. 11 refs. 


The increasing popularity of combined immunization 
against whooping-cough and diphtheria received a set- 
back when it was reported a few years ago that the use 
for that purpose of certain preparations containing alum 
appeared to increase the risk of paralytic poliomyelitis 
affecting the limb used for injection. The investigation 
here reported was undertaken in one of the local-govern- 
ment areas of the County of Middlesex to determine 


whether alum-free preparations caused less local trauma, 
particularly in muscle tissue, than the alum-precipitated 
type. Three groups of children ranging in age from 
44 months to 2 years and comparable in every respect 
were treated as follows: (A) 202 children received an 
alum-free combined vaccine; (B) 196 children received 
an alum-containing combined vaccine; and (C) 135 
children received an alum-free vaccine differing slightly in 
bacterial content from that used for Group A, having 
been adjusted to the American standard of 20,000 million 
organisms per ml. The alum-free vaccines were injected 
subcutaneously, while the alum-containing preparation 
was administered intramuscularly. 

Local erythema and bruising around the site of inocu- 
lation were considerably more frequent with sub- 
cutaneous than with intramuscular injection, although 
with the second alum-free preparation the local reactions 
were faint and transient and with neither batch were they 
usually more than 20 mm. in diameter. An abscess con- 
taining sterile pus formed in 5 cases in Group B, but none 
occurred in Groups A and C. Fibroid nodules, easily 
palpable, were found at the site of injection in 51% of 
children in Group A and in 19% in Group C, while the 
alum-containing preparation produced palpable masses 
in 37-1% of children in Group B. The Schick-con- 
version rate in 403 of the children 3 months after the 
third injection was 99°%% for each group. The blood 
level of diphtheria antitoxin was estimated in 8 children 
of Group A, 4 of Group B, and 22 of Group C, and 
was found to be satisfactory in every case, ranging 
from 0-12 to 7:16 units per ml. Agglutination tests with 
Haemophilus pertussis were carried out on blood from 22 
children (4 of Group A, 2 of Group B, and 16 of Group 
C) and showed a satisfactory antibody titre in all but 5 
(all Group C). 

The author concludes that alum-free combined diph- 
theria—pertussis antigen is as satisfactory an immunizing 
agent as the alum-containing preparation, and that the 
use of the subcutaneous route for the injection of the 
former lessens the risk of muscle necrosis and formation 
of sterile abscesses. K. S. Zinnemann 


867. The Duration of Protection after Active Immuniza- 
tion against Diphtheria. (Zur Frage der Dauer des 
Impfschutzes bei der aktiven Diphtherieschutzimpfung) 
H. Oster. Offentliche Gesundheitsdienst [Off. Gesundh- 
Dienst] 16, 13-21, April, 1954. 4 figs. 


This is a survey of the effect of diphtheria immuniza- 
tion on morbidity among the population of Niirnberg 
during the greater part of an epidemic period of 16 years’ 
duration. [The paper is particularly interesting since 
in Great Britain, as also in the U.S.A. and Canada, large- 
scale immunization coincided with a marked spontaneous 
decline in the incidence of diphtheria. ] 

The incidence of diphtheria in Niirnberg, which 
from 1922 to 1932 averaged less than 200 cases a year, 
began to rise steeply in the latter year and reached a 
figure of 1,539 cases in 1939. Large-scale immunization 
was started in 1940 by inviting parents to have all children 
over 3 immunized, and in particular all elementary- 
school children up to the age of 12. This age limit was 
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later extended to 13 and then to 14, and booster doses 
were also offered to all those who had been immunized 
more than 3 years previously. The campaign was very 
successful amongst children of school age, 80% of whom 
were immunized, but less so amongst children below the 
school starting age of 6. 

The effect of immunization was assessed by plotting 
separately for each year from 1939 onwards the incidence 
of diphtheria at each year of age up to 78. During 1939 
the peak lay between the ages of 2 and 14. A marked 
trough corresponding to the immunized age group 
appeared in the graph for 1941 and persisted during the 
12 years of observation, undergoing a shift to the right 
(in the direction of the adolescent and young adult age 
groups) while at the same time becoming wider. The 
shift to the right is explained by the growing up of the age 
group that was given 80°% protection in 1940, while the 
widening of the trough is regarded as being due to the 
subsequent immunization of older age groups. By 
1952 the central point of the trough had moved to the 
18-20 age group. Assuming that this group was last 
given a booster dose at the age of 13—for after that age 
booster doses were given but rarely in the elementary 
schools—it follows that the protection afforded lasted 
longer than 3 years, and in many cases must have 
exceeded 6 years. 

In Niirnberg, as elsewhere, the observation was made 
that in the presence of a high level of immunity to diph- 
theria in the age groups up to 14 the greatest incidence of 
the infection occurs among young adults. The epidemic 
in Germany was largely over by 1948, and since then the 
number of immunizations per year has fallen appre- 
ciably, although fatal cases of diphtheria were still occur- 
ring during 1953 amongst the non-immunized. 

Although the author considers that his statistics pro- 
vide sufficient proof that the period of protection against 
diphtheria afforded by immunization is 6 years in most 
cases, he advises the administration of a booster dose 
after not more than 3 years. Under the epidemiological 
conditions prevailing in Germany at the present time he 
prefers to give too much protection rather than too little. 

K. S. Zinnemann 


868. Canadian Field Trials on the Oral Use of Diph- 
theria Toxoid 

L. GREENBERG, F. R. CHown, R. E. WILLits, A. N. 
Beattie, J. L. GAYTON, and G. C. KENNING. Canadian 
Journal of Public Health (Canad. J. publ. Hith\ 45, 
103-111, March, 1954. 6 refs. 


The serum levels of diphtheria antitoxin obtainable in 
previously immunized individuals by the oral administra- 
tion of high booster doses of purified toxoid have been 
determined in one pilot and three field trials conducted 
by the Canadian Department of National Health and 
Welfare and involving 651 experimental and 89 control 
subjects, the latter receiving toxoid parenterally. For 
oral administration 125 or 500 Lf of diphtheria toxoid 
was incorporated in sweets, of which 3 were sucked 
slowly each day for 5 successive days. A very small 
number of subjects were given toxoid incorporated in 
chewing gum, but it was impossible to determine the 


actual content of toxoid in this preparation. Control 
subjects were given 0-25 or 0-5 ml. of fluid toxoid or 
A.P.T. [Lf not stated] in one single subcutaneous injec- 
tion. Blood samples were taken immediately before 
immunization and 3 to 14 months later. 

The results are reported in detail for each trial group, 
but the general trends are most clearly evident when all 
groups are assessed together. While the titre some 
months after immunization was 6 to 60 times greater 
than the initial value in the parenterally immunized 
control group, the titre in the experimental subjects was 
only 1-3 to 2-7 times greater. Analysis of the results of 
oral immunization in different age groups shows that the 
response was greater in the older subjects: the propor- 
tion of individuals showing a definite rise in titre was 47°% 
in the 9-13 age group (146 subjects), 64°% in the 19-23 
group (175 subjects) and 75% in the group over 24 
(85 subjects); conversely, the proportion of individuals 
showing a fall in titre after immunization decreased with 
increasing age. 

No side-effects were noticed with the oral method of 
immunization. The optimum dosage has still to be 
worked out, but it is clear already that oral immunization 
will be of practical value only in individuals of 14 years 
of age and over who have been immunized previously by 
one of the parenteral methods. 

[Unfortunately no control subjects who were not given 
a booster dose by either route were studied. If such a 
group had been included and, as one might reason- 
ably expect, had shown a significant fall in titre during 
the period of observation, the potential value of oral 
immunization might have been more evident.] 

K. S. Zinnemann 


869. Epidemic or Seasonal Vomiting 
A.S. Simpson. Medical Officer [Med. Offr] 91, 175-176, 
April 15, 1954. 1 fig., 5 refs. 


A description is given of an outbreak of epidemic 
vomiting at a girls’ school in Lancashire which was at 
first mistaken for an explosive outbreak of food-poison- 
ing. The point is made that it is only when an outbreak 
becomes explosive and affects many persons in a closed 
community that the local medical officer of health is 
likely to be informed. 

There were 156 cases altogether, and of these 106 were 
reported on one particular day. This suggested an out- 
break of food-poisoning, but bacteriological tests of food 
and of faeces gave negative results. Further investiga- 
tions were carefully made, and it was found that there had 
been a build-up of cases for 3 days before the day on 
which the outbreak was reported; other cases continued 
to appear for 10 days afterwards. The distribution of 
cases within the school was a random one, 6 members of 
the staff being amongst those affected. Distinguishing 
features were the frequency of headache and the relative 
infrequency of diarrhoea. 

Comparison is made with previous descriptions of 
similar outbreaks at first mistaken for food-poisoning; 
also it is regarded as significant that the same school had 
had two previous outbreaks (which had not been fully 
investigated), in 1949 and 1951 respectively, which had 
been attributed to food-poisoning. A. Trevor Jones 


h 
> 
y 
ly 
of 
e 
es 
n- 
he 
od 
en 
nd 
ng 
th 
22 
up 
t 5 
ing 
the 
the 
ion 
1 
iza- 
des 
g) 
idh- 
\iza- 
berg 
ince 
irge- 
eOus 
hich 
year, 
ed a 
ation 
idren 
tary- 
was 


Industrial Medicine 


870. Silicone Protective Creams. A Clinical Study 

G. E. Morris. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. industr. Hyg.] 9, 194-198, 
March, 1954. 1 fig., 2 refs. 


Silicone protective creams usually consist of silicone 
in a concentration ranging from 2 to 60% in either a 
greasy (castor oil) or a non-greasy (bentonite) base. 
In some cases it is recommended that the cream be rubbed 
into the skin twice a day for 7 to 10 days before starting 
work in contact with the chemicals against which the 
cream is protective. Some of the creams cannot be 
removed by washing, but all can be removed by organic 
solvents—which may themselves have a dermatitic effect. 
The protective action of these creams was investigated at 
Tufts College Medical School, Boston, by patch-testing 
on both arms (the right arm only being protected by the 
silicone cream) with a material which had previously 
caused dermatitis in the subject. The materials tested 
included oils, glue, pie crust, paraphenyldiamine, 
naphtha-type solvent, nylon fabric, cinnamon, and a 
leather dye. 

Out of 20 tests performed, the result in 6 cases was 
more strongly positive on the right (silicone-protected) 
arm than on the left, and in 7 cases was more strongly 
positive on the unprotected left arm; in 5 cases there was 
no difference at all between the two sides, and in 2 the 
results were entirely negative. Five cases are reported 
in detail. 

[This study seems to indicate that the silicone creams 
afford very little protection to the skin.] 

M. A. Dobbin Crawford 


871. Nystagmus in Otherwise Normal Coal-miners 
R. C. Browne and I. F. Beck. British Medical Journal 
[Brit. med. J.) 1, 1176-1179, May 22, 1954. 7 refs. 


Opinion has long been divided on the causation of 
coal-miners’ nystagmus, some investigators having pro- 
nounced it a purely psychological disease, seen mainly 
in hysterical and obsessional subjects, while others hold 
that the disease is ‘“* psychosocial”. As a result of a 
previous inquiry (Browne et al., Brit. J. Ophthal., 1950, 
34, 601) the authors concluded that miners who develop 
the disease are very much like those who do not. 

The problem of causation in this disease is to apportion 
the roles played by the physical conditions of the miner’s 
work and the psychological and social setting of his life. 
The present inquiry, reported from King’s College, 
University of Durham, was undertaken to examine the 
impact of these various influences. The investigations 
included a full medical examination, consideration of the 
type of lamp used during work, the men’s exact working 
conditions, and various family and social factors. In all, 
50 consecutive men with coal-miners’ nystagmus were 
compared with 47 randomly chosen miners without the 
disease, matched in respect Of age, detailed job, and 


colliery. The authors conclude that the results of this 
study confirm those of their previous inquiry and do 
not support the opinion that the cause of coal-miners’ 
nystagmus is primarily psychological, but rather that it is 
somatic. A. Meiklejohn 


872. A Study of Boils at Three Collieries 

O. P. EpMonpbs, R. H. P. FERNANDEZ, and L. B. BATEs. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.] 11, 123-125, April, 1954. 1 fig., 3 refs. 


Little detailed information on the natural history of 
furunculosis among coal-miners has been published. 
The authors therefore carried out a 2-year study of the 
incidence of boils among workers at three pits in the 
East Midlands region of England at which it was re- 
ported to be unduly high. 

The incidence was found to be significantly higher in 
coal-face workers in all three collieries, affecting colliers 
and “rippers”? more than packers. There was no 
marked difference as between underground workers 
employed elsewhere than at the coal-face and surface 
workers. The sites mainly affected were the head, neck, 
and limbs, the limbs being much more often affected than 
the head and neck among workers at the coal-face than 
among other workers. The average attack rate was 
13-1%, and if recurrences were included the over-all 
attack rate was as high as 17-7% for the three pits, and 
was the cause of a significant loss in production. 

It was not possible to establish any consistent correla- 
tion between incidence and changing environmental 
factors such as ventilation, temperature, and humidity, 
but the authors suggest that excessive sweating and slight 
but repeated mechanical and chemical traumata may be 
predisposing causes. L. W. Hale 


873. Individual Differences in Accident Susceptibility 
among Coal Miners 

J. W. WHITFIELD. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 11, 126-139, April, 1954. 9 refs. 


In this paper the author describes a system of accident 
recording introduced into the Nottinghamshire coalfield 
in July, 1944, and presents an analysis of the records so 
obtained, together with other working records, from one 
colliery in the group during the period July, 1944, to 
December, 1946. The numbers involved were 1,384 
miners, who had 1,265 accidents each entailing over 3 
days’ absence from normal work. A risk per shift was 
calculated for various occupations and places of work 
within the colliery, and on this basis an actuarial risk 
was derived for each man according to the number of 
shifts worked. Comparison of accident experience of 
individuals with the calculated risk revealed a systematic 
discrepancy, groups exposed to low risk tending to ex- 
perience more accidents than expected. The author 
demonstrates statistically that more individuals hac 
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suffered multiple accidents than would be expected on 
the assumption of equal liability, and as total risk is 
related to total attendance at work the hypothesis is 
cxamined that the accident-prone are irregular in their 
attendance. The calculated risk and observed accident 
;ate were then related to age and family grouping and the 
conclusion was reached that differences in susceptibility 
cannot readily be attributable to these factors. [This 
does not confirm the findings of Vernon (Industrial 
Fatigue Research Board Report No. 51, 1928) that the 
accident frequency and severity among 8,771 coal-face 
miners rapidly increased after the age of 30.] 

An additional investigation is reported in which 90 
selected individuals were divided into three groups: 
accident-prone, average, and accident-free. Triads 
consisting of one man from each group were medically 
examined and interviewed by a team of 5 doctors and 
psychologists (who were unaware of the group from which 
each individual came). Tests of visual and auditory 
acuity and of perceptual, cognitive, and memory func- 
tions were also administered. Sensory acuity, contrary 
to expectation, bore little relation to accident proneness. 
The younger accident-prone men were heavier than their 
contemporaries and judged to be of superior physique; 
they were also comparatively deficient in perceptual and 
cognitive ability. In motor control and coordination 
they were not inferior, whereas the older accident-prone 
men were markedly deficient. The conclusion reached 
is that accident-proneness may be a symptom either of 
deficiency in perceptual or cognitive ability or of defi- 
ciency in motor ability, and that these deficiencies become 
apparent at different ages. W. J. Shaw 


874. The Radiological Latent Interval and the Different 
Modes of Development in Silicotic Pneumoconiosis. (Le 
temps de latence radiologique et l’évolution radiologique 
différée des pneumoconioses silicotiques) 

P. CAZAMIAN. Archives des maladies professionnelles, de 
médecine du travail et de sécurité sociale [Arch. Mal. 
prof.) 15, 119-131, 1954. 7 figs., 8 refs. 


The author maintains that silica dust is radiotrans- 
lucent, and that silicotic fibrosis requires to be impreg- 
nated with calciuni before it becomes radiologically 
demonstrable. [No evidence is adduced in support of 
this curious thesis.] For this reason, he argues, an 
interval of varying length may elapse between the inhala- 
tion of silica dust and the appearance of radiological 
abnormalities; this he calls the “ radiological latent 
period’. He quotes three illustrative cases in men who 
had been exposed to high concentrations of siliceous dust 
in mining and who developed first nodular and finally 
massive radiological shadows after taking up dust-free 
occupations, the first radiological abnormalities appear- 
ing respectively 1, 2, and 34 years after the last exposure 
to the dust. 

A consequence of this latent period is that under con- 
tinued dust exposure radiological progression may not 
be due to current dust exposure but to previous dust 
exposure. This the author calls “ deferred radiological 
e\ olution ”’, and 4 cases illustrating this course of events 
ate presented. The author then proceeds to argue that 


periodic x-ray examinations can be of little prophylactic 
value to men exposed to a serious silicotic risk, since the 
process may have started before any radiological signs 
appear. Dust suppression is the only way of preventing 
this from occurring. It is conceded that in men exposed 
to less acute risks removal to dust-free work after radio- 
logical signs of pneumoconiosis have appeared may 
** favour ultimate stabilization of the lesions”’. 

[The author rejects the policy advocated by Cochrane 
et al. (Brit. J. industr. Med., 1951, 8, 53; Abstracts of 
World Medicine, 1951, 10, 222) of periodic medical 
examination as a means of prevention of coal-miners’ 
pneumoconiosis on the grounds that these authors “‘ have 
not had any experience of this method of prevention ”’. 
He gives no reason for discounting their evidence, based 
on large numbers of cases, that early simple pneumoco- 
niosis of coal workers does not progress without con- 
tinued dust exposure. His confusion is presumably due 
to his failure to distinguish between silicosis and coal 
pneumoconiosis and his rejection, again without stating 
the reason, of the evidence that some factor other than 
dust is responsible for the development and progression 
of massive fibrosis in coal workers. The chief interest. 
of this paper lies in the presentation of 3 cases of sili- 
cosis with undoubted development of radiological 
abnormality after the cessation of exposure to dust.] 

C. M. Fletcher 


875. Fatal Emphysema in Two Men Making a Copper- 
Cadmium Alloy 

R. E. LANE and A. C. P. CAMPBELL. British Journal of 
Industrial Medicine [Brit. J. industr. Med.| 11, 118-122, 
April, 1954. 4 figs., 10 refs. 


An account is given of 2 fatal cases of emphysema in 
men who had worked in a foundry where alloys, including - 
one composed of cadmium and copper, were made. 
This involved the boiling of cadmium with the production 
of fume, analysis showing that at times the atmosphere 
contained as much as 0-4 mg. per ml. Inhalation of 
this fume over even short periods may give rise to symp- 
toms of cadmium poisoning, which may be acute, due 
to the effects of respiratory and gastrointestinal irrita- 
tion, or chronic, with emphysema and proteinuria. 

The first patient became partly incapacitated after 
working for about 18 months in this précess, and was 
completely disabled by the end of 2 years. He survived 
for another 10 years, more or less permanently bedridden 
on account of his respiratory condition. Death was 
stated to be due to cor pulmonale, but no necropsy was 
carried out. 

The second patient had previously worked for 16 years 
as a collier, and then served for 6 years in the Forces, 
from which he was discharged fit. After this he spent 
9 months as a moulder in the foundry, followed by 
another year in the mines. He then returned to the 
foundry as a furnaceman, but after 14 months had to 
give up on account of breathlessness. He died 6 years 
later, having during the last 2 years of this period been 
confined to bed owing to the severity of the dyspnoea. 
Necropsy showed the presence of advanced emphysema 
with moderate right ventricular hypertrophy and dilata- 
tion; there was no severe bronchitis or ‘pneumonia. 
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Cadmium was not histologically demonstrable in the 
tissues, but chemical analysis of various organs showed a 
cadmium content ranging up to 277 mg. [? pg.] per 
100 g. (lung). It is suggested that the condition of the 
lung was the result of the local action of freshly formed 
cadmium oxide. L. W. Hale 


876. Tumours of the Urinary Bladder in Workmen 
Engaged in the Manufacture and Use of Certain Dyestuff 
Intermediates in the British Chemical Industry. Part I. 
The Role of Aniline, Benzidine, Alpha-naphthylamine, and 
Beta-naphthylamine 

R. A. M. Case, M. E. Hosker, D. B. MCDONALD, and 
J. T. Pearson. British Journal of Industrial Medicine 
[Brit. J. industr. Med.) 11, 75-104, April, 1954. 11 figs., 
24 refs. 


In this paper from the Chester Beatty and Cancer 
Research Institutes, London, the authors report the 
results of a 5-year field survey of the problem of tumours 
of the urinary bladder occurring in workers in the 
chemical industry. It was carried out amongst the work- 
people in 21 establishments and the main aim of the 
survey was to establish whether the manufacture or use of 
aniline, benzidine, «-naphthylamine, or 8-naphthylamine 
could be shown to produce tumours of the urinary bladder 
in men so engaged. In a short historical account it is 
pointed out that in the past, of these four chemical com- 
pounds, only §-naphthylamine has been unanimously 
accepted as a cause of cancer of the bladder. The nature 
of the problem is discussed, and it is shown that the risk 
of dying of tumour of the urinary bladder for men in 
contact with these chemicals is approximately 30 times 
that for members of the general population. 

From the evidence collected the authors conclude that 
aniline does not appear to be a cause of vesical tumour, 
although there were indications that magenta (fuchsine) 
and auramine (in the manufacture of which aniline is 
used) should be regarded with suspicion. (A further 
report concerning auramine and magenta will be pub- 
lished shortly as Part Il of this paper.) It was, however, 
definitely shown that contact with benzidine, x-naphthyl- 
amine, or f-naphthylamine, either in manufacture or 
use, is associated with a higher incidence of tumour 
of the urinary bladder than would be expected if no 
special risk was operating. It was also apparent that of 
these substances f-naphthylamine is the most potent 
cause of tumours of the bladder, followed in order by 
benzidine and «-naphthylamine. 

The authors go on to show that the onset of, and 
death from, these tumours occur in persons at risk at a 
much earlier age than in non-occupational cases. The 
average length of time between the first exposure and 
development of a tumour of the bladder was found to be 
16 years for men exposed to f-naphthylamine and 
benzidine, and 22 years for those exposed to «-naphthyl- 
amine. This time, however, varied greatly in different 
cases and might be as short as 2 years or as long as 
45 years, and therefore should not be considered essential 
for the diagnosis of a tumour as of occupational 
origin. The induction time appeared to be directly 
related to the severity and duration of exposure, but it is 


emphasized that even short exposures (less than a year) 
may carry a definite risk. It appeared that there was a 
slightly increased susceptibility in older men. 

(The last 9 pages of the paper are devoted to a com- 
prehensive statistical appendix which shows in detajj 
how the authors’ conclusions were reached.) 

A. Thelwall Jones 


877. Toxicological Studies on p-Tertiary-butyltoluene 

C. H. Hine, H. UNGAR, H. H. ANDERSON, J. K. KODAMA, 
J. K. CritcHLow, and N. W. JAcosBsEN. Archives of 
Industrial Hygiene and Occupational Medicine [Arch, 
industr. Hyg.] 9, 227-244, March, 1954. 2 figs., 16 refs. 


p-Tertiary-butyltoluene (TBT) is used as a solvent in 
the preparation of resins. It boils at 192-8° C. at 762 mm. 
Hg pressure, and air saturated with the vapour contains 
850 p.p.m. A distinct odour is perceptible at a concen- 
tration of 5 p.p.m., but is not particularly disagreeable 
even at 80 p.p.m. 

The toxicity of TBT to rats, mice, and rabbits by inhala- 
tion, by intragastric administration, and by application 
to the skin was tested. Acute exposure to the vapour 
caused irritation of the respiratory tract and of the eyes 
and injury to the central nervous system—oedema and 
necrosis of the white matter of the brain and spinal cord 
and swelling, vacuolation, and chromatolysis of the 
nerve cells. Repeated exposure of rats to 50 p.p.m. 
caused mild fatty changes in the liver and kidneys and a 
patchy emphysema in the lungs. 

A comparison is made of the toxicity of TBT by inhala- 
tion with that of other aromatic solvents for experimental 
animals. The concentrations in parts per million, 
exposure to which for 7 hours caused the death of 50°, 
of the test animals, were as follows: benzene, 10,000: 
toluene, 5,000; cumene, 2,000; and TBT, 180. It is 
noted that a concentration of TBT of 180 p.p.m. is quite 
tolerable to man and is easily attained in the atmosphere 
when TBT is being used in quantity. The maximum 
allowable concentration suggested is 10 p.p.m. The 
process of synthesis of TBT is outlined, with the method 
of its use and the protective clothing and equipment 
required. Air samples may be tested for their TBT con- 
tent by an ultraviolet spectrophotometric method, which 
is also described. 

The health of 33 men exposed to TBT during a 3-year 
period was reviewed. In some of these men evidence was 
found of a low-grade intoxication causing but slight signs 
and symptoms, none of which persisted after removal 
from exposure to TBT; these consisted in irritation of 
the nose and of the skin, malaise, nausea, headache, and 
weakness; there was slight lowering of the blood 
pressure, a slight decrease in the erythrocyte count, a 
decrease in haemoglobin content, and eosinophilia 
accompanied by leucopenia. The icterus index was 
increased in 2 cases, but there was no evidence of renal 
injury. Four men complained of tremors and anxiety. 

M. A. Dobbin Crawford 


878. The Toxicity of Nitrogen Pentoxide 

W. M. DicGie and J. C. Gace. British Journal of 
Industrial Medicine (Brit. J. industr. Med.| 11, 140-144, 
April, 1954. 2 figs., 13 refs. 


Forensic Medicine and Toxicology 


879. The Chemical and the Clinical Diagnosis of 
** Driving under the Influence of Alcohol ’’ and the Use of 
the Chemical Tests in Traffic Law Enforcement 

J. J. Prac. South African Journal of Clinical Science 
[S. Afr. J. clin. Sci.] 4, 289-325, Dec., 1953 [received 
May, 1954]. 34 refs. 


The author emphasizes the need, from the legal point 
of view, for an objective test of alcoholic intoxication and, 
of the various possibilities, considers the estimation of 
the blood alcohol level to be the most reliable. A modi- 
fication ‘of the methods of Widmark and Nicloux is 
described in detail in which the alcohol is distilled into a 
mixture of sulphuric acid and potassium dichromate and 
the excess dichromate titrated with sodium thiosulphate. 
Under the conditions described the time for complete 
distillation was 20 minutes, and the results compared 
favourably with those obtained by 6 other methods. 

A number of practical points arising with this method 
were investigated. False positive reactions were pro- 
duced by the administration of ether and chloral hydrate, 
but salicylates, paraldehyde, chloroform narcosis, and 
carbon monoxide poisoning did not produce any inter- 
ference. If evaporation was prevented blood could be 
stored for 2 weeks at room temperature without change 
in the result, and haemolysis did not interfere with the 
test. The concentration of alcohol in the urine and 
serum was approximately the same, and slightly higher 
than in whole blood, the ratio being 1:22:1. The 
concentration in saliva occupied an intermediate position 
between those in urine and in whole blood. For the 
first 12 hours after death the alcohol concentration in the 
brain was about the same as that in the peripheral blood. 
It was shown that alcohol was not re-absorbed into the 
blood stream from the urine in the bladder. In experi- 
ments with barbiturates it was concluded that “* seconal ”’ 
(quinalbarbitone) sodium and sodium “ amytal”’ 
(amylobarbitone sodium) in doses of 14 grain (100 mg.) 
increased the rate of absorption and decreased the rate of 
combustion of alcohol, but that 1 grain (65 mg.) of 
phenobarbitone had no such effect. 

A series of experiments were performed on male and 
female subjects in which the clinical effects, determined 
by a detailed series of tests, of alcohol given under dif- 
ferent conditions were compared with the blood alcohol 
concentration. These experiments confirmed previous 
findings that when the blood level was below 0-05% 
(50 mg. per 100 ml.) there was no impairment of per- 
formance, and that at a level of 0-15°% (150 mg. per 100 
mi.) the impairment was obvious. Considerable indi- 
vidual variations in performance were found at blood 
alcohol concentrations between these two levels. From 
the legal point of view the main value of the test in this 
range is that it provides evidence of the consumption of 
alcohol, and enables the amount consumed to be esti- 
mated. H. B. Stoner 


880. New Line of Treatment in Barbiturate Poisoning. 
{In English] 

C. CLEMMESEN. Acta medica Scandinavica [Acta med. 
scand.] 148, 83-89, March 12, 1954. 2 figs., 5 refs. 


The incidence of suicide in Denmark is higher than in 
most other countries. In this paper the author gives 
an account of the methods of treatment of barbiturate 
poisoning which have been developed at the Bispebjerg 
Hospital, Copenhagen, where a special department has 
been equipped for the resuscitation of such cases. The 
annual number of patients during the past few years has 
been about 800, the average daily number being about 7, 
and the average stay in hospital 3 days. 

The routine procedure includes observation of the 
temperature, pulse-rate, and respiration every other hour, 
and of the blood pressure and haemoglobin level every 
4hours. Plasma chloride and bicarbonate levels, blood 
urea and serum protein and barbiturate content, and, 
if thought necessary, serum potassium content are deter- 
mined every 24 hours. The patient is nursed in a slight 
Trendelenburg position, heels and knees being packed 
with cotton wool, and slapping of the chest, clearance 
of the air passages by suction, and alteration of position 
are carried out every other hour. Oxygen is ad- 
ministered continuously through a hollow tongue- 
depressor, 300,000 units of procaine penicillin injected 
daily, and fluid balance maintained by subcutaneous or 
intravenous therapy. Shock when present is treated by 
blood transfusion or infusion of dextran or dried serum. 
Concentrated serum, consisting of 2 parts of dried serum 
shaken with 1 part of fluid, is particularly effective in 
impending pulmonary oedema. In severe respiratory 
obstruction intubation is performed, the tube being 
changed daily. If there is evidence of atelectasis, 
bronchoscopy is performed. Respiratory paralysis is 
treated by immediate artificial respiration, stimulants 
being rarely used. If pulmonary oedema occurs it is 
treated by intubation and suction, with simultaneous 
intravenous injection of 100 ml. of 50% glucose. Hypo- 
thermia is combated by the use of electric heating lamps; 
hyperthermia rarely occurs if stimulant drugs have not 
been given. 

As a result of this regimen, which is aimed at main- 
tenance of physiological conditions during the period of 
unconsciousness, the mortality in cases of morphine and 
barbiturate poisoning treated, which in 1946 was as 
high as 24-8%, was reduced to 3-7% ‘in 1951 and 
more recently to 1-6%. P. N. Magee 


881. The Toxicity of Boric Acid and the Clinical Implica- 
tions of the Use of Borated Baby Powders 

M. G. MULINOos, C. CONNANT, and E. HAuser. Bulletin 
New York Medical College, Flower and Fifth Avenue 
Hospitals [Bull. N.Y. med. Coll.) 16, 92-101, 1953. 
24 refs. 
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Anaesthetics 


882. The Control of Depth of Anaesthesia by Electro- 
encephalography. (Die Kontrolle der Narkosetiefe mit 
dem Elektrencephalogramm) 
A. Use. Anaesthesist [Anaesthesist (Berl.)] 3, 69-73, 
April, 1954. 9 figs., 16 refs. 


The author describes the electroencephalographic 
changes observed in 160 patients undergoing general 
anaesthesia, mostly with ether, at the First University 
Surgical Clinic, Tokyo. When the impulses from the 
eight scalp leads were combined, better tracings were 
obtained than from the occipito-frontal lead only. 
With increasing depth of anaesthesia the waves become 
slower, but increased in amplitude; with still deeper 
anaesthesia the amplitude decreased. An increase in 
alveolar carbon dioxide tension caused a decrease in 
amplitude and a fluctuation of the baseline, and similar 
changes were observed with oxygen lack. The author 
believes that a study of the electroencephalogram during 
an operation affords a simpler and more accurate method 
of judging the state of the patient than the more usual 
methods of clinical observation. G. S. Crockett 


883. Electroencephalographic Measurement of the 
Depth of Anaesthesia. (Uber die Bestimmung der Nar- 
kosetiefe mit dem Elektrencephalogramm) 

J. Bark. Anaesthesist [Anaesthesist (Berl.)] 3, 73-77, 
April, 1954. 9 figs., 34 refs. 


The author, writing from the University of Tiibingen, 
describes the results of electroencephalographic studies 
in 50 cases during anaesthesia. Occipito-frontal leads 
were employed. He distinguishes five electroencephalo- 
graphic stages of anaesthesia, Guedel’s Stage III, Planes 2 
and 3, being marked by the appearance of delta waves. 
He found the tracing to be altered by oxygen lack, a fall 
in the blood sugar level, and changes in the pH of the 
blood. G. S. Crockett 


884. The Neuromuscular Activity of Succinylmono- 
choline Iodide in Anaesthetized Man 

F. F. Foipes, P. G. McNALL, and J. H. Bircn. British 
Medical Journal [Brit. med. J.) 1, 967-968, April 24, 
1954. 14 refs. 


Recent work has shown that succinylcholine is hydro- 
lysed by the cholinesterase of horse serum and human 
plasma into succinylmonocholine and choline fairly 
rapidly, and that the succinylmonocholine is then 
hydrolysed more slowly to succinic acid and choline. 
Further work has shown that succinylmonocholine is 
itself effective in producing neuromuscular block in cats 
and rabbits, though less so than succinylcholine. 

The authors, working at the Mercy Hospital, Pitts- 
burgh, have investigated the action of succinylmono- 
choline iodide in 10 patients undergoing various surgical 
operations under anaesthesia with combinations of 
hiopentone sodium, nitrous-oxide-oxygen, and _pethi- 


dine. A dose of 1 mg. of succinylmonocholine per kg. 
body weight had no apparent effect, but one of 5 to 
7 mg. per kg. produced in 3 to 5 minutes relaxation which 
lasted for 8 to 12 minutes and which could be maintained 
by further doses of 3 or 4 mg. per kg. every 8 to 12 
minutes. This relaxation was adequate for abdominal 
surgery, although respiratory depth was only moderately 
depressed. Relaxation of the jaw and vocal chords was 
less adequate than with other neuromuscular blocking 
agents, but was sufficient for intubation. Relaxation 
ended abruptly unless a further dose was given at the 
first sign of decreased activity—the drug thus acting like 
decamethonium. Pulse rate and blood pressure re- 
mained constant. 

Succinylomonocholine markedly potentiated the action 
of succinylcholine given shortly after, even when the 
action of the former seemed completely to have dis- 
appeared. Respiration recovered in 8 to 12 minutes 
after the last dose of succinylmonocholine in all cases; 
there was no muscle twitching. In 2 cases urine was 
collected during and 15 minutes after a relaxant dose 
of succinylmonocholine and it was shown that 11-8% 
and 14-5% respectively of the drug was excreted, com- 
pared with 3% of succinylcholine under comparable 
circumstances. 

The authors calculate that if given in large doses, 
succinylcholine can release sufficient succinylmonocholine 
to have a definite paralytic effect of its own on respira- 
tion. This is especially so in patients with a low plasma 
cholinesterase level and poor renal function, both of 
which retard excretion. However, the succinylmono- 
choline released from a small dose of succinylcholine— 
which itself sometimes produces prolonged respiratory 
depression—would not be sufficient to produce this 
respiratory depression, even if the plasma cholinesterase 
level were low or the renal function poor. They con- 
clude, however, that succinylmonocholine offers no 
advantages over other muscle relaxants, particularly 
succinylcholine. B. L. Finer 


885. A Practical Physical Method for the Detection of 
Early Respiratory Acidosis during Thoracic Surgery 

W. W. STEAD, F. E. MARTIN, and J. MIDDLEBROOK. 
Journal of Thoracic Surgery [J. thorac. Surg.] 27, 306-314, 
March, 1954. 7 figs., 8 refs. 


The authors stress the importance of adequate ventila- 
tion during major thoracic surgery, the absence of which 
in their view is a frequent cause of the development of 
acidosis. In this paper from the Veterans Administra- 
tion Hospital, Minneapolis, they describe a method for 
detecting early respiratory acidosis which they applied 
in 14 cases undergoing thoracic surgery for tuberculosis 
under anaesthesia with thiopentone-curare, intermittent 
manual positive pressure being applied via an endo- 
tracheal tube. Pressure tracings were taken simul- 
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taneously from the interior of the rebreathing bag and 
from the trachea through a polythene catheter inside the 
endotracheal tube. Through an indwelling polythene 
catheter in the brachial artery arterial blood samples 
were withdrawn for estimation of carbon dioxide pressure 
(Pco;)- 

It was found that under normal light anaesthesia 
there was a high correlation between the arterial (—alveo- 
lar) Pcoz level and the presence or absence of spon- 
taneous respiration by the patient, the endotracheal 
pressure tracings showing the presence of spontaneous 
respiration when the Pco>2 level reached 45 to 47 mm. Hg, 
with one exception in which apnoea developed at a Pco, 
level of 55 mm. Hg in a patient who was clinically deeply 
anaesthetized. Tachycardia usually accompanied aci- 
dosis, and in one case preceded cardiac arrest. Adequate 
ventilation was best achieved by applying intermittent 
pressure (equal to 15 to 20 mm. of water) at a rate of 
12 to 14 times per minute, with complete release of the 
pressure during expiration, and ensuring that the 
expiratory phase was at least twice as long as the inspira- 
tory phase to allow of complete emptying of the lungs. 
It was found in some of the later cases that the main- 
tenance by the anaesthetist of a nearly normal acid-base 
balance or even of a mild respiratory alkalosis was 
followed by more rapid recovery of the patient post- 
operatively. The authors conclude by urging that some 
such method would be useful not only in preventing the 
development of acidosis, but also in the teaching of the 
proper technique of maintaining intermittent positive- 
pressure respiration. D. D. C. Howat 


886. Artificial Hibernation in War Surgery. Recent 
Experience in Indo-China. (L’hibernation artificielle en 
chirurgie de guerre (d’aprés son emploi actuel en Indo- 
chine)) 

C. CurppAuX, A. CARAYON, F. ROUFFILANGE, A. FABRE, 
L. Borserx, and J. LAPALLE. Presse médicale [Presse 
méd.] 62, 504-506, April 3, 1954. 10 refs. 


This somewhat discursive paper is based on the 
authors’ experiences of 250 cases treated by artificial 
hibernation mainly for shock sustained during the 
recent fighting in Indo-China.- In view of the difficulties 
of maintaining full hibernation during the patients’ 
journey down the lines of communication, it has been 
their practice to employ this form of treatment only at 
base hospitals, where the special conditions required are 
obtainable. - 

In these circumstances the technique has proved of 
considerable value, especially in cases of profound shock, 
and in particular shock due to burns and blast which, 
from experience, would have proved resistant to orthodox 
methods of treatment. The authors emphasize that 
blood transfusion, which is usually necessary, is best 
given before the hibernation is induced. The advantages 
of the procedure and the various complications which 
may be encountered are discussed at some length. 

The authors also describe a modified routine in which 
phenergan ” (promethazine hydrochloride) and dolo- 
Sal’? were given to severely wounded men to produce a 
“ neuro-vegetative disconnexion” before evacuation 


from forward casualty clearing stations. This treatment 
was found to be of considerable benefit in that it made the 
journey more comfortable for the patient, prevented 
further shock, and was a useful preparation for subse- 
quent anaesthesia for any surgical operation that might 
be required. The authors conclude that the principle of 
autonomic blockade is a very valuable addition to the 
classic methods of war surgery. 
Donald V. Bateman 


887. Acute Post-operative Laryngeal Obstruction 

J. B. PReENDIVILLE and H. G. MIDDLETON. British 
Medical Journal [Brit. med. J.] 1, 1126-1128, May 15, 
1954. 7 refs. 


In reporting 4 cases of acute postoperative laryngeal 
obstruction encountered at St. Lawrence Hospital, 
Chepstow, Monmouthshire, the authors point out that 
although post-anaesthetic bronchial obstruction is well 
documented, records of the more serious obstruction at 
the larynx are notably lacking. 

The cases now described all occurred in girls aged 3 to 
6 years after skin-grafting operations for burns. In 2 
of the cases No. 1 “ flexo-metallic ’’ tubing was used, 
and in 2 a rubber endotracheal tube, with 10°, cincho- 
caine ointment as a lubricant. Anaesthetics were 
respectively: (1) cyclopropane and oxygen followed by 
N-propyl ether (‘‘ neothyl’’) and oxygen; (2) cyclo- 
propane with neothyl, nitrous oxide, and oxygen; (3) 
nitrous oxide, oxygen, and trichlorethylene; and (4) 
nitrous oxide and ether. In each case stridor developed 
after operation, and in 3 acute respiratory obstruction 
with cyanosis, which in one case was followed by coma 
and convulsions; these 3 patients had been “ chesty”’, 
and one developed bronchopneumonia, An emergency 
tracheotomy was called for in these 3 cases. All 4 
patients recovered. 

In discussing the aetiology of the condition the authors 
point out that skin-grafting in children requires many 
changes of position, and that this may result in friction 
on the larynx by the tube; therefore care must be taken 
to avoid it. They consider it probable that the cincho- 
caine ointment used as a lubricant may also have been a 
contributory factor in their cases, though they have been 
unable to find any reports of its local effects. Another 
suggestion is that the preoperative administration of 
atropine may be a factor in the production of thick, 
viscid mucus. 

The condition is considered to be a form of laryngo- 
tracheo-bronchitis due to the irritation set up by endo- 
tracheal anaesthesia. In one mild case in the present - 
series a steam tent, postural drainage, and penicillin given 
systemically sufficed to relieve the obstruction. If the 
condition gets worse, with cyanosis, restlessness, and in- 
drawing of the suprasternal notch, tracheotomy is said 
to be essential and preferable to reintubation, which is 
regarded as illogical and likely to add to the trauma. 
Clearing by suction is recommended at a later stage. — 

Reference is made in a footnote to 3 similar cases cited 
by Rook (Lancet, 1953, 1, 1214; Abstracts of World 
Medicine, 1954, 15, 90) since this paper was written. 

W. Stanley Sykes 
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888. The Effect of Irradiation on Human Lymphocytes 
J. G. HumMBLE, W. H. W. Jayne, R. J. V. PULVERTAFT, 
and C. W. Witson. Journal of the Faculty of Radio- 
logists [J. Fac. Radiol. (Lond.)| 5, 227-238, April, 1954. 
6 figs., 25 refs. 


The effect of irradiation with x rays and y rays on 
tissue cultures of material from human lymph nodes 
obtained at operation or necropsy was studied at the 
Westminster Hospital Medical School, London. Irradia- 
tion with y rays from radium at 356 r per hour produced 
marked effects in doses as low as 30 r. Changes were 
seen in lymphocytes within 6 hours—cyst formation, 
darkening of the nuclei, and finally fragmentation. With 
the doses used (maximum 712 r) no effects were seen on 
endothelial cells, polymorphonuclear leucocytes, or 
eosinophils. The effects were not specific, and similar 
changes appeared if the preparations were kept for 7 to 
9 days. 

Cell counts were made on peripheral blood during 
therapeutic irradiation with radium or x rays in 5 groups 
of 30 patients each. Lymphopenia and leukopenia were 
found constantly, the severity varying with the site 
irradiated, diminishing in the following order: abdomen, 
chest, neck, skull, limbs. This fall in the cell count is not 
attributable to an effect on the circulating cells (or the 
effects of irradiation of the skull or limbs would not be 
so markedly less than those of irradiation of the abdomen 
or chest) but to a destructive effect on the tissues pro- 
ducing the lymphoid cells. The lymphocyte count may 
rise during the later stages of a course of treatment as a 
result of compensatory hypertrophy of the lymphoid 
tissue. J. Walter 


RADIOTHERAPY 


889. Preliminary Report of Practical Experience with 
** Convergence ’’ Therapy. (Vorlaufige Mitteilung iiber 
praktische Erfahrungen mit dem sog. Konvergenz- 
bestrahler) 

K. KRaAuTzuN. Strahlentherapie [Strahlentherapie] 93, 
84-88, 1954. 1 fig. 


The case sheets of 150 patients treated by “ con- 
vergence’ therapy at the Trades Unions Hospitals at 
Recklinghausen and Bottrop, Germany, over the past 
2 years have been examined, and the resulting pre- 
liminary impressions are set out in this paper. It is 
emphasized, however, that it is too early yet to form any 
conclusions as to the final results of treatment. The 
main feature of the convergent-beam radiotherapy set 
used is a moving tube-focus which travels continuously 
along 32 narrowly spaced spiral tracks which are 
distributed over the surface of a spherical segment with 
a radius of 45 cm. The tube-focus takes 7 minutes to 
complete one full travel, during which time a central 


dose of 250 to 300 r is delivered at the point of con- 
vergence 45 cm. distant, while only a very small 
fraction of that dose is received at any one point on the 
skin during this time. 

Tumours situated at four main sites were selected for 
this type of treatment in the first instance, namely: 
(1) bronchus—35 cases; (2) rectum—35 cases; (3) pros- 
tate (benign hypertrophy)—SO cases; and (4) brain 
{number of cases not specified].. In Groups 1, 2, and 4 
a tumour dose of 4,000 to 6,000 r in 4 weeks was given 
as a rule at the rate of 200 r daily. The skin reaction 
was limited to a faint erythema, and constitutional 
disturbances were conspicuous by their absence. For 
prostatic hypertrophy a central dose of 1,500 r in 7 days 
was usually given. Convergence therapy, according to 
the author, would seem to hold certain advantages over 
stationary-field therapy in the case of circumscribed, 
well-defined tumours at some depth. Its main virtue 
rests in the absence of associated skin reaction or con- 
stitutional disturbance of any kind. The treatment time 
for.a given dose is, however, longer than with con- 
ventional therapy. Jan G. de Winter 


890. Cobalt 60 Beam Therapy 

A. M. Evans, R. G. Morrat, R. D. NAsH, H. F. BATHO, 
and S. A. Misus. Journal of the Faculty of Radiologists 
[J. Fac. Radiol. (Lond.)| 5, 248-260, April, 1954. 7 figs., 
8 refs. 


In this paper is described the 60co beam unit which has 
been in use for treatment at the British Columbia 
Cancer Institute, Vancouver, since October, 1952, and 
records preliminary clinical observations. The source 
corresponds to 1,190 curies; possible field sizes normally 
range from 4-5 x 4-5 to 20x 20 cm.; the usual distance is 
80 cm., and the output in air was 32 to 37-7 r per minute 
at the outset. Applicators (open-ended to obtain the 
advantage of the “ build-up’’) are optional, but are 
normally used as positioning is thereby made easier. 
The rays are comparable to x rays generated at 24 to 
3 million volts, giving a maximum dose at 5 to 6 mm. 
below the surface. Doses are corrected every 2 months 
to allow for the monthly decay of 1-1%. Only 2 treat- 
ment days were lost for servicing in 9 months. 

The clinical advantages of the unit include good 
flexibility, little skin reaction (seldom exceeding ery- 
thema), and little sickness. Bone absorption is less than 
with deep x rays by a factor of 1-7 to 6. A tumour dose 
of 5,000 to 6,000 r (sometimes 7,000 r) is given in 4 to 
6 weeks. This causes a little erythema in the 4th week, 
followed by bronzing and dry peeling; moist peeling is 
rare, except in the axillae and groins. In the mouth, 
redness begins to develop in the 3rd week and a thin 
membrane in the 4th; the reaction persists longer than 
with x rays, but discomfort is less. In the larynx, oedema 
is greater and longer lasting than with x rays, but dis- 


260 


tr 


c 
f 
c 
t 
8 
( 

a 
& 
t 
fi 
b 
a 
r 
T 
a 
a 
u 
a 
W 
0 
St 
p 
g 
W 
te 
i 

i 
tr 
T 
di 
re 


RADIOLOGY 261 


comfort is again less. After irradiation of the pelvis 
little bladder irritability occurs, though an _ infected 
bladder is no more tolerant than to x rays, and bowel 
reactions are less; a pelvic tumour dose of 5,000 r can 
be given in 4 weeks. 

Cases of carcinoma of the lung respond no better than 
to x rays, but with less discomfort. Radical treatment 
can be given to the uterus, and the use of radium obviated 
for cancer of the cervical stump. Brain tumours show 
better tolerance than to x rays. The breast can be given 
5,000 r preoperatively, with healing after subsequent 
radical mastectomy. Onecase of myelitis was seen, after 
5,000 r had been given to the cord in 35 days. Inoper- 
able secondary nodes often responded very well. The 
longest follow-up period so far has been 6 months. The 
curative value of the treatment is stressed, particularly 
for lesions of the mouth, larynx, and oesophagus, and it is 
considered to be fully comparable to supervoltage x-ray 
therapy. J. Walter 


See also The Rheumatic Diseases, Abstract 802; 
Dermatology, Abstracts 840-1. 


RADIODIAGNOSIS 


891.  Atresia and Congenital Stenosis of the Oesophagus. 
(Atresien und angeborene Stenosen des Osophagus) 

P. GANZ, H. VIETEN, and K. H. WILLMANN. § Fortschritte 
auf dem Gebiete der Réntgenstrahlen [Fortschr. Ront- 
genstr.] 80, 329-341, March; 1954. 12 figs., biblio- 
graphy. 

From the Diisseldorf Academy of Medicine 25 cases 
of congenital oesophageal atresia and one of congenital 
stenosis are described. The authors prefer a classifica- 
tion which is based upon the clinical and radiological 
findings to the more usual anatomical classification, 
because several of the anatomical types are indistinguish- 
able except on direct examination, whereas the surgeon 
requires as exact a diagnosis as possible before operation, 
which must be carried out at the earliest possible moment. 
Their clinical classification is into three types: (1) a long 
atresia without fistula formation; (2) a segment of 
atresia with or without a communication between the 
upper end of the oesophagus and the trachea; and (3) 
a segment of atresia with communication between -the 
lower end of the oesophagus and the trachea, with or 
without a communication between the upper end of the 
oesophagus and the trachea. Long and short congenital 
Strictures are also described, as are strictures with oeso- 
phago-tracheal fistula formation. 

Their method of examination is to take plain radio- 
graphs of the chest and abdomen and then to introduce 
water-soluble contrast medium through a narrow cathe- 
ter of 2 or 3 mm. diameter. They emphasize that it is 
Important to suck out as much mucus as possible before 
intr ducing the contrast medium and to remove the con- 
trast medium as soon as the examination is finished. 
The recognition of oesophageal stenosis or atresia 
depends primarily upon the clinician, the signs being 
fegiigitation of milk and copious mucus beginning at 


birth, often associated with attacks of dyspnoea and 
cyanosis. Complications which soon follow are pneu- 
monia and sometimes spontaneous pneumothorax. 
A plain radiograph of the abdomen will nearly always 
demonstrate gas in the stomach and small and large 
intestines if there is a fistula between the trachea and the 
lower half of the oesophagus. However, this is not 
quite an invariable rule, 3 cases being described in which 
there was no gas in the stomach although a fistula was 
present. The contrast medium instilled into the upper 
end of the oesophagus may outline a fistula between it 
and the trachea, but the fistula may be so narrow that the 
medium will not pass through it. Nevertheless, the 
examination is useful in that it gives the surgeon some idea 
of the condition he is likely to encounter at operation 
and, of course, confirms the diagnosis. 

It is suggested that a number of cases of congenital 
stenosis of the oesophagus in which the stenosed segment 
is very short are not recognized until adult life, when the 
patient may complain of difficulty in swallowing. 

G. H. du Boulay 


892. Clinical and Radiological Observations on 102 
Cases of Sickle Cell Anemia. [In English] 

G. Tort. Radiologia clinica |Radiol. clin. (Basel)] 23, 
87-108, March, 1954. 21 figs., 33 refs. 


The author, writing from the University Radiological 
Institute, Bologna, summarizes the findings in a personal 
series of 102 cases of sickle-cell anaemia examined radio- 
logically at the Charity Hospital, New Orleans, during 
the years 1949-51. The blood picture in all cases was 
quite definite. The patients ranged in age through 
the first four decades, but the majority were under 
29 years. The author stresses the multiplicity of clinical 
manifestations of this disease. The signs may be pre- 
dominantly cardiovascular, with evidence 6f enlarged 
heart, or respiratory, owing to infiltration of the lung, or 
abdominal, with crises of pain and vomiting. In 3 cases 
of the series the signs were confined to the. urinary tract. 
He also considers briefly the hypothesis that con- 
glomerates of sickle cells are liable to produce thrombi in 
the smaller vessels. Finally, it is his opinion that hyper- 
trophy of the marrow elements, together with multiple 
infarcts, provide a reasonable explanation of the changes 
seen in the radiographs of the skeleton in this condition. 

The main radiological findings were as follows. 
(1) Increase in the size of the cardiac shadow, pre- 
dominantly of the right ventricle, was seen in about 
40% of the cases. Quite rapid fluctuation in the size of 
the heart was sometimes found. (2) Pulmonary infiltra- 
tions occurred, varying from large pneumonic areas to 
micronodular shadowing of irregular distribution. (3) 
The long bones revealed coarsening of trabeculation 
both in the shaft and at both ends, with hyperplasia of the 
cortex sufficient in some cases to cause obliteration of the 
marrow cavity. There was also evidence of areas of 
infarction, characterized by patches of sclerosis in the 
medullary cavity. (4) The flat bones showed areas of 
osteoporosis, particularly the bones of the skull, the 
tables of which were also thickened. Perpendicular 
radiation of bone trabeculae on the skull surface, which is 
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often regarded as a typical sign, was observed in 2 cases 
only. The vertebral bodies revealed plastic changes and 
deformities due to pressure; here also there were some 
areas of sclerosis. A. M. Rackow 


893. The Electrokymography of Adhesive Pericarditis. 
(Ober das Elektrokymogramm der Perikardobliteration) 
R. HausricH and P. THurRN. Fortschritte auf dem 
Gebiete der Réntgenstrahlen [Fortschr. Roéntgenstr.| 80, 
355-363, March, 1954. 7 figs., 16 refs. 


This is a description of the electrokymographic curves 
produced by the movements of the heart in adhesive and 
constrictive pericarditis in comparison with the appear- 
ances in the older type of kymograph. A few illustrative 
cases are presented. 

The typical change in the tracing is a long diastolic 
plateau to which there is a steep protodiastolic rise and 
from which there is a less steep systolic fall. The plateau 
may be produced also by mitral stenosis and brady- 
cardia, but the form of the rise and fall distinguishes the 
conditions. 

It is pointed out that embarrassment of the heart’s 
action by the pericardium, when it is localized to one or 
other ventricle, can be detected from the type of pulsation 
seen in the aorta or pulmonary artery. 

The method is stated to be of use also in assessing the 
success of operation—if, after pericardiectomy, the 
abnormal electrokymograph persists, this is evidence of 
damage to the heart muscle. G. H. du Boulay 


894. Anomalies in the Position of the Aortic Arch and 
the Vessels Arising from It. (Verlaufsanomalien des 
Aortenbogens und der Arcusgefasse) 

F. Grosst-BrockHorFr, H. Lorzkes, A. SCHAEDE, and 
P. TuHurn. Fortschritte auf dem Gebiete der Rdént- 
genstrahlen. [Fortschr. Réntgenstr.| 80, 314-329, March, 
1954. 13 figs., 18 refs. 


The authors have examined radiologically 1,000 cases 
of congenital heart disease at the Medical Clinic of the 
University of Bonn with particular regard to anomalies of 
the aortic arch and the great vessels arising from it. 

The plain x-ray appearances, the appearance of the 
oesophagus filled with barium, kymography, and angio- 
cardiography were used in differentiating the following 
abnormalities. (1) Normal aortic arch with aberrant 
right innominate artery. (2) High, left-sided aortic 
arch with rotation and reversal of the normal origins of 
the great vessels. (3) Left-sided aortic arch with co- 
arctation, a patent ductus connecting with the descending 
aorta. (4) Right-sided aortic arch with left innominate 
artery. (5) Arcus circumflexus. (6) Double aortic arch. 
These are all illustrated and their diagnostic features fully 
described. 

It is pointed out that the position of the aortic arch 
may be seen on the plain radiograph, and arcus circum- 
flexus and aberrant great vessels can be recognized from 
changes in the oesophagus on barium swallow, but the 
more exact diagnosis of the anatomical positions of the 
origins of aberrant vessels requires angiocardiography. 
The definite diagnosis of a double aortic arch can be 
made only by angiocardiography. G. H. du Boulay 


895. The Value of Pneumoperitoneum in the Radic- 
logical Study of the Cirrhotic Liver. (Intérét du pneumo- 
péritoine dans |’étude radiologique des foies cirrhotiques) 
H. Pretri and J. MASSONNAT. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition {Arch. 
Mal. Appar. dig.] 43, 159-167, Feb., 1954. 7 figs. 


In the course of performing pneumoperitoneum in 
order to demonstrate more clearly varices in the lowest 
portion of the oesophagus the authors, working in the 
Faculty of Medicine, Algiers, observed that this proce- 
dure also gave a good outline of the upper part of the 
liver. However, in order to demonstrate most of the 
outline of the liver and not only its upper surface, they 
found that this could be best achieved by having the 
patient in the prone position and injecting not less than 
2 litres of air. Insufflation of the stomach also helped 
to demonstrate the left edge of the liver. In cases of 
hepatic cirrhosis, free fluid in the abdominal cavity should 
be aspirated. In the absence of ascites 800 ml. of air 
only need be injected. , 

With this procedure radiography then showed the 
slightest alterations in the surface of the liver, particu- 
larly the ** hobnailed ’’ appearance of the surface, and in 
cases of atrophic cirrhosis the reduction in size of the 
liver was also clearly demonstrable. By enlarging the 
field of radiography it was possible to include the spleen, 
which is often enlarged. To obtain further information 
it was found useful to combine examination by pneumo- 
peritoneum with splenoportography. In discussing the 
value of the method in regard to diagnosis and prognosis, 
the authors suggest that the latter is often closely related 
to the size of the organ and that the smaller the liver the 
graver is the prognosis. A. Orley 


896. The Value of Ducto-pancreatography in Dis- 
tinguishing between Pancreatitis and Cancer. (L’intérét 
de la ducto-pancréatographie pour établir la distinction 
entre pancréatite et cancer) 

J. Patet and J. Lataste. Presse médicale [Presse méd.} 
62, 652-654, April 28, 1954. 4 figs. j 


Cholangiography alone often fails to supply complete 


information in affections of the pancreas, notably failing 
to differentiate between carcinoma of the pancreas and 
pancreatitis, and between carcinoma of the head of the 
gland and of the tail. The authors have therefore em- 
ployed ductopancreatography, whereby the opaque 
substance is introduced into the pancreatic duct (Wir- 
sung’s canal) by backflow in the course of performing 
cholangiography, all that is necessary to achieve this being 
to increase the pressure of the injection. 

By this method the pancreatic duct can be demon- 
strated to a varying extent according to the pathological 
condition, while at the same time the extent of 
penetration of the matrium into the body of the pancreas 
permits differentiation between pancreatitis and carci- 
noma of the head or tail of the organ. The radiographs 
and diagrams which accompany the paper clearly show 
the diffuse opacification of the region of the head and 
beaded appearance of the duct in cases of chronic pan- 
creatitis. In a case of carcinoma of the head of the 
pancreas the pancreatic duct was dilated in the first part 
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and then narrowed, as well as displaced, while the inferior 
ramifications of the terminal portion of the canal failed 
io opacify. A. Orley 


897. Clinical Trial of Sodium Acetrizoate. 
Pyelographic Medium 

P. G. Keates. British Journal of Radiology [Brit. J. 
Radiol.) 27, 236-240, April, 1954. 2 figs., 11 refs. 


The comparative value of sodium acetrizoate and dio- 
done for intravenous pyelography was studied at the 
General Infirmary at Leeds. In 32 patients aged 21 to 
54 years who had no lesion of the genito-urinary tract, 
intravenous pyelography was carried out on two occa- 
sions: with 20 ml. of 35°% diodone on the first occasion 
and with 20 ml. of 30° sodium acetrizoate on the second. 
The pyelograms were assessed by a panel of three, com- 
posed of two radiologists and one urological surgeon, 
who sat separately. 

Each member of the panel showed a significant pre- 
ference for the pyelograms taken with diodone as the 
medium; they were considered to be better than those 
taken with sodium acetrizoate in about two-thirds of the 
cases. The shadow produced by the latter was actually 
denser than the shadow produced by diodone, but the 
filling of the pelves and calyces was not as satisfactory as 
that achieved with diodone. The fact that sodium 
acetrizoate causes less diuresis than diodone may, it is 
suggested, account for the poorer filling, in which case a 
larger dose of the new medium might give better results. 
An investigation similar to the one reported, in which 
higher doses of the medium are being used, is at present 
being carried out. L. G. Blair 


A New 


898. Intravenous Cholecystography and Cholangio- 
graphy: Report of Preliminary Observations 

J. E. Berk, R. E. KARNorsky, H. SHAy, and H. M. 
STAUFFER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 227, 361-371, April, 1954. 3 figs., 
9 refs. 


Preliminary observations are reported from Temple 
University School of Medicine, Philadelphia, on a 
contrast medium “* Be-426”’, identical with the German 
product “ biligrafin’’, which is used intravenously for 
cholecystography and cholangiography. Details of its 
chemical composition, absorption, and excretion are 
given; 90% is actively excreted by the liver cells, its con- 
centration in the bile being greater than that in the blood, 
and is finally eliminated in the faeces, the remaining 10% 
being excreted by the kidneys. 

The authors carried out 33 studies on 30 patients, 
6 males and 24 females aged 24 to 75, in 9 of whom the 
gall-bladder was intact and 21 of whom had undergone 
cholecystectomy. Preliminary hepatic function tests 
were performed on 24 of the subjects. After a pre- 
liminary radiograph of the right upper abdomen, a test 
dose of 1 ml. of Be-426 was given: if no untoward 
reaction occurred, 40 to 60 ml. was then injected over a 
period of 8 to 10 minutes. Exposures were made 
every 10 minutes for the first hour, and another at 
2 hours. In some subjects further radiographs were 
taken after 3 and 4 hours. The position was 15-degree 


right posterior oblique, the technical factors being 60 to 
90 kV, 300 mA, and 0-125 second. 

The gall-bladder was visualized in 7 out of 9 subjects 
and the common duct in 6 of these. The ducts were 
visualized in 19 out of the 21 patients who had undergone 
cholecystectomy—faintly in 7 and adequately in 12. In 
most cases visualization began 10 minutes after injection, 
and in all cases within 20 minutes. Opacification of the 
gall-bladder occurred in 20 to 60 minutes, with a maxi- 
mum intensity at 2 to 24 hours. The ducts remained 
visible for 1 to 4 hours. The quality was at least equal 
to that obtained with the new oral contrast media, radio- 


‘translucent calculi were clearly seen, and prompt evacua- 


tion of the gall-bladder occurred after a fatty meal. No 
improvement in the opacification of the ducts was 
obtained by administration of morphine sulphate, amyl 
nitrite, glyceryl trinitrate, or an intraduodenal drip 
infusion of 0-1 N hydrochloric acid. Correlation with 
the results of liver function tests was good. No un- 
toward effects have been observed as yet, but the medium 
has a high iodine content and may be expected to produce 
symptoms in iodine-sensitive subjects. 
W. B. D. Maile 


899. Post-cholecystectomy Oral Cholangiography. A 
Preliminary Report 

J. R. Twiss, S. A. BERANBAUM, L. GILLETTE, and M. H. 
PoprpeL. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 227, 372-386, April, 1954. 8 figs., 
22 refs. 


An investigation of 31 patients by oral cholangio- 
graphy is described. The bile ducts were visualized in 
15 out of 18 patients who had previously undergone 
cholecystectomy but still had symptoms attributable to 
the biliary tract, and in 6 out of 7 who were symptom-free 
following operation, but in 4 patients who subsequently 
underwent choledochoduodenostomy they were not out- 
lined. The ducts were visible in 2 cases of non-function- 
ing gall-bladder (‘* physiological cholecystectomy ”’). 

A comparison is made with other methods of studying 
the biliary ducts, including intravenous cholangiography, 
surgical ¢ntroduction of contrast media directly into the 
ducts, and visualization with a peritoneoscope. 

The types of condition in which this investigation is 
stated to be useful are: (1) hypertonic biliary dyskinesia; 
(2) dyskinesia with incisional hernia; (3) chronic 
pancreatitis; (4) cystic-duct remnants and re-formed 
gall-bladder; and (5) “‘ physiological cholecystectomy ”’. 

The authors’ technique is as follows. On the evening 
before the examination 6 tablets of “‘ telepaque”’ are 
given at 5-minute intervals beginning at 6 p.m., followed 
by a teaspoonful of paregoric, the total amount of 
water not to exceed half a glassful. The procedure is 
repeated at 11 p.m. At 8 a.m. a further teaspoonful of 
paregoric is given, and 2 hours later radiographs are taken 
of the right upper quadrant of the abdomen. _If the ducts 
are visualized amyl nitrite is inhaled and further radio- 
graphs are taken 15 and 30 minutes later. If there is no 
emptying of the ducts a fatty meal is given and a further 
radiograph taken after 30 minutes. Lack of response 
to amyl nitrite or the fatty meal is taken as presumptive 
evidence of organic obstruction of the ampulla of Vater 
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or the common-duct sphincter. The diameter of the 
normal bile duct after cholecystectomy is provisionally 
estimated as 6 mm., anything over this figure being classed 
as dilatation. 

Detailed reports are given of all the cases examined, 
with a summary of the results as follows. 


| Duct | 
No. of | Not | Duct Duct 


Patients Visual- | Visual-| Dilated 
| 


ized 
| | 
Dyskinesia 4 13 9 
No symptoms . «7 7 1 | 6 | 0 
Choledochoduodeno- | 
stomy + 4 — 
Cystic-duct remnant | 3 3 | 1 
Total F ‘ 31 9 22 10 
W. B. D. Maile 


900. Cholangiography with a Viscous, Water-soluble 
Contrast Medium (Diodrast in Methylcellulose) 
G. JACOBSON and K. A. HEITMANN. Radiology [Radio- 
logy] 62, 241-244, Feb., 1954. 5 figs., 12 refs. 


A combination of 35% diodone and 1% methylcellu- 
lose has been used at the Los Angeles County Hospital, 
California, in approximately 100 cases requiring chol- 
angiography. In such a concentration this medium has 
been found to give optimum density and viscosity; in 
addition, if not drained off through the T-tube, the dio- 
done is absorbed slowly. In cases in which a second 
operation was necessary no evidence of any tissue reaction 
to the methylcellulose was found. Although they them- 
selves have not used it, the authors recommend sodium 
carboxymethylcellulose as a substitute for methylcellu- 
lose, pointing out that it has the advantage that it can be 
heat-sterilized. 

No reactions to the use of diodone with methylcellu- 
lose as a contrast medium have been observed. Its 
great advantage over the oily media is said to consist in 
the absence of globule formation, the solution being 
miscible with bile. Its radio-opacity is considered to be 
adequate, but not so great that translucent calculi are 
obscured, and its viscosity to be such that the medium is 
retained long enough in an unobstructed duct for ade- 
quate examination. Injection may be made through a 
small-bore needle, and any medium which _ escapes 
around the T-tube insertion is rapidly absorbed. 

Kenneth A. Rowley 


901. A Method of Roentgenography of the Male 
Genital Tract 

A. S. Tucker, H. YANAGIHARA, and A. W. PRYDE. 
American Journal of Roentgenology, Radium Therapy and 
Nuclear Medicine [Amer. J. Roentgenol.] 71, 490-500, 
March, 1954. 17 figs., 19 refs. 


The authors describe, from Hiroshima Medical College, 
Japan, their technique for radiography of the seminal 
tract. The vas deferens is exposed by a small incision 
through the scrotal skin, and with a 25-gauge needle 


1-5 to 2 ml. of colloidal thorium dioxide in the form of 
‘**umbrathor’”’ or “ thorotrast”’ is injected proximally 
and 0-3 to 0-5 ml. distally. Umbrathor has the dis- 
advantage that it will cause thrombosis if injected into a 
vein. The mild radioactivity of thorotrast is not con- 
sidered significant with such small doses, but if injected 
in error into surrounding tissues it is likely to cause 
fibrosis. 

Films may be taken between 2 and 54 hours after 
injection. Most of the 18 cases here reported were 
considered normal and the accompanying illustrations 
show the marked variations which occur in the appear- 
ances of normal seminal vesicles. 

[This study seems to be of only academic interest since 
none of the subjects investigated had any defect in the 
seminal tract.] : D. E. Fletcher 


902. Pneumoarthrography for Lesions of the Meniscus. 
(Arthropneumographie pour lésions méniscales) 

—. SERRA DE OLIVEIRA. Revue de chirurgie orthopédique 
[Revy. Chir. orthop.] 40, 32-39, Jan.—March, 1954. 
6 figs. 


The author, writing from Coimbra, Portugal, points 
out that the results of arthrography for detection of 
lesions of the meniscus have not so far been reliable. He 
then describes his own technique. After disinfection of 
the skin the inner border of the patella is pressed on so as 
to raise the outer border. An intradermal injection of 
1% procaine is made 1 cm. behind the angle of the 
patella, and through a fine needle introduced into the 
joint space 80 to 100 ml. of air is introduced. After 
removal of the needle its path is massaged and a few 
passive. movements of the knee-joint made. Com- 
pression is applied to the inferior third of the thigh, 
almost to the patella. When the examination is com- 
pleted the joint is punctured again in order to empty it as 
completely as possible. Nocomplications have occurred. 

For taking the radiographs the patient is placed in the 
prone position, the x-ray tube being under the couch; no 
mechanical fixation is necessary. The beam is limited 
by a lead plate with an opening 10 cm. in diameter 
placed on the couch. Non-screen films are placed 
directly on the knee, positioning being controlled by 
screening. A minimum of 7 films are taken, longitudinal 
traction and abduction or adduction being applied, 
combined with varying degrees of internal and external 
rotation according to the meniscus being examined. 
The normal and pathological appearances of the disk are 
described. 

The author concludes that pneumoarthrography is of 
real value in the diagnosis of lesions of the meniscus 
provided it is correctly carried out and interpretated. 
The procedure is not painful and never causes complica- 
tions. John H. L. Conway Hughes 


903. Tissue Reaction to Barium Sulfate Contrast 
Medium. Histopathologic Study 

S. Kay. Archives of Pathology [Arch. Path. (Chicago)] 
57, 279-284, April, 1954. 4 figs., 10 refs. 


See also Gastroenterology, Abstracts 711 and 715. 
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